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(57) Abstract: A recombinant varicella-zoster virus; a process for producing the same; a pharmacological composition containing 
a recombinant varicella-zoster virus; a vector containing a genomic gene of varicella-zoster virus and BAC vector sequence; cells 
containing the above vector; a fragment capable of homologous recombination with a genome of varicella-zoster virus; and a nucleic 
^® acid cassette containing the BAC vector sequence. For these, there is provided a process for producing a recombinant varicella-zoster 
virus, comprising use of the BAC vector sequence. 
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[oooi] *mwtz, mM^m^mm^/^ #^bac (jcmmAJjfe&m ^ 

[0002] ^K^t^^tfg^^/V^ (varicella-zoster virus ;VZV) fch^/l^fcjpRCjR't" 

[0003] VZVO^VA^, r^iDNA-Cfeo T „ $J125000*g^a>£>Jfe5 o ^ife^ffi^Jf* 
[0004] VZVCOr7^^(Z)|fi^{iHi|-efe(9, vzv^^okat^te, m^h (#<£Bg53- 

4i202#) icx^xmm^tif'W^xm—^TKm^Jikmm^/^m^^^xh 

Kt-fflV^Mit^tU 1±#O^S"ej£<llffl^^tvrv^ (Requirements lor V 
aricella Vaccine (Live) Adopted 1984;Revised 1993: WHO Technical Rep 
ort Series, No. 848, pp. 22-38, 1994) Q ^.(DOkaW^ J^ftj&yfc^SrMUfc 
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fttch<DX&& 0 OkaWMfe. ^^mm^^i-^COiCM^X, Oka!7^^$c(Ok 

a*) mnmzmm^xhfekA;¥mi^mfemibbti^\ -e^fc*. okatm. 
[0005] wvxvtr^zs^ ^(Dm^mtthK, m^m^mtir^m^^ir^ 0 

Oka^i#:(D|^M^@^*DV>'C^(0^fti:^^$tb-CV^^i^^, Oka 

fti^0ft£LT^^» 

[0006] — ^\ 7K!(ar7^^(Dgti^:(DiIi^^rff|g^|^^ (PMS : Post-Marketing Surve 
illance), *fc, J%.¥<DWLUfrh, i ^mm^^W.&^h / ^m\^tz.i^W>^^ 

Z> 0 inZ-U, ^^t^-r/^^rB1-^(Z)^t^5^-«it^DNA^^@a^J(D^V^aournal of 
General Virology, 59, 660-668, 1986;^ffr, 67, 1759-1816, 1986), U 
Rg^^Pst IlMr-CD^I"^ (Japanese Journal of Experimental Medicine, 59, 2 
33-237, 1989), PCR (Polymerase Chain Reaction) ^rfflV^RFLP(Restric 
tion Fragment Length Polymorphism) f3l3£<5<^IJ^ (Journal of Virology, 6 
6, 1016-1020, 1992). ±fBPst I^hCOWM^RFLP^Oli.-^t)^ (Journal o 
f Clinical Microbiology, 33, 658-660, 1995) ^^J^ffrfT/^fft^tl/Cl ^> 

ffW6, 093, 535^-)^, gene62^^fflV^§ii#^^tr7^>'fflr>^ / v^ ( 7) 

m&^m(mm^m^wo oo/50603)^^bttTv^§^, v^ttco^w^, 
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[0008] oka^i^^iatL^gfe^#:7K^m^»^-r/^r7^^^r?i^i-§f'fe^, 


#f^mi :#^BS53-41202-^- 
#ffJcm2:7RS#f^6, 093, 535^- 
W3Cfife3 : Bi^HttWO 00/50603 


#4#fr^fifcl : Requirements for Varicella Vaccine (Live) Adopted 1984;Re 
vised 1993: WHO Technical Report Series, No. 848, pp. 22-38, 1994 
##fF3titfc2 Journal of General Virology, 59, 660-668, 1986 
##fF3Cifc3 Journal of General Virology, 67, 1759-1816, 1986 
##f^F^Ci^4 Japanese Journal of Experimental Medicine, 59, 233—237, 1 
989 

#N#fF-3Cifc5 Journal of Virology, 66, 1016-1020, 1992 
##fF3Cife6 Journal of Clinical Microbiology, 33, 658-660, 1995 

[0009] *mw<DmMfe. *m^vtm^^/^r7?^<D&mmRTf&mi%m<Dmgt 
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[0010] %-<Dtz.m^ ^mm t-^v jsa^^jg^^g*^/^, ^o^e^it 
coon] *»i#e>f4, BAc-<^^-Is^J^fflv^§mm^^^^ : ^•^ ^ >-r/^'^Mit*•m 

[0012] tot, *H?eij:^T»t5o 

i. m&£*^4fc^«M/i'*o 

Mi^7CDORFfaCOU^ 1&iik^f- 8 CD ORF F*3 GD'fjpligS^ itfs^-9(DORFrtOfJi^, 
JfrjS^lOcDORFrttf)^^ itf^^-ll^ORFrtCO®^, Jfr|2^12<DORF|*3(Dig 

it^^l3(DORFrt(D^^ jt'fs^l4(DORFP fc g(D^J^, j1{k^15<DORF|*] 
<^i?Si$, it^^l7(DORFrt(D^^, it^S^-18(DORFrt(DfJl^, it^T"19(DOR 
FfaCDU^. l&i^38CDORFfaCDU^ 3t^^39(DORFrt<D^J^ N it^^46(D 
ORFrtOfj^, Mi^47CDORFfaCD^^ Mfc7~48(DOKFfa<Dffii&, itf^^-4 
9(DORFrt<DfJ^. it^^-50©ORFrt(D^^ N i&B^56CDORFfaCDm^ l&fc 
^-57 CDORF fa CD$M^. Mf^58cDORFrt»fS^, itf^59(DORFrt(DfM^ N 
Mfc^-61CDORFfaCD^^ Mi^63CDORFfaCD^M^, Mfc^ L 64CDORFfaCD%M 

fifc^-eSOORFftO^gi^ Mi^66CDORFfaCD$M^ Mi^67CDORFfa 
CD^M^ Mi^68CDORFfaCD^^ Mfc^ 69 CDORF fa CD^M, 1&i^70COOR 
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in^COOKF^m^-t^^ m.fcl^lOCDOKFlZ.m^'i'Z^i^ jfrfS^-ll<7X)R 

fe=f-17 (DOKF\Z.W$^rZ>W&, Mte^lS(DORF\ZW^TZ>W&. ifrfS^-19<DO 
'ir^M^s i&te^38<DORFK®mirZ> J mi&s Mte^39<DORFlC® 


RFlZ 

~r%Mi&. Mi^46(DORF{zm^i-^M^ Mi^47(DORF{zm^i-^m^ 
1&fcl L 48(DORFlcm&1rZ)i&^ Mfcl L 49<DORFlcm&-$'Z)i&^ M^^-50(D 

ORFlcm^ir&Mt&s Afc^-56<DORF\cmi£irZ)Mt&s Mfc^-57<DORF\cmW: 

irzmm, mm^58(DORF{z.®mir%mm. mm^^oRFicmmir^mm. 

jfrfs^-eicDORF^f^-f^fJ^ ^t'^s^•63(DORF^^^t"^fJi^^ it^^64(D 


ORFf: 


MB1 L 67<DORFlc®mirZ>m^ jtf5^68O0RF^^i-§^^, 

1&^Q9(DORFKm^i-^M^ &£Ximfc^-70(DORFKmWi1-Z>i&t&o 

5. Mt£4¥i&MMi&&. mfcl L ii<DORFlcm&1r%m^t'feAfcl L i2<DORF 


6. 7k^^^fg^^/V^VA(D^5^62(DORFI^(Z)|gj^^tf)fBBAC^^^— 
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15. ftffE»^62^ mm&-&5<D&£MMZ*3^X^ ^<^KT(a)^(d)C 

(a) 2110#^S^G; 

(b) 3100#*£S# s G; 

(c) 38 18#itta3c ; :Jo «fCK 

(d) 4006#^S^G, 

a 2^tE«co / m#x.7K?t^^fg^'>-r7^o 

i7. iiai^tEao^/^^^r-r^^^jia^o 

20. &t>t£5£te^62£r£t^ ^ § 19l£fEifetfV<:?*— 0 

22. ttriE*^^^^^/^yy^s^oE^i^ttfiEBAc-<^^— mmtwfe 
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23. mm^-mmn^K £iT?>mm^z>mfrhmiR£th^ iig22^tB«o-< 


l&fc^-TCDOKFfHfDm^ it{s^8COORFrtCOfJ^, l&B^COORFfH^m^ 


Mfc^- 1 0 ©ORF <D$ S 


?|S^-l3C>ORF|*)C>1^J$ N it{s^-14COORFF fc 3C>^ 


;^S^-15C0ORFrt 


Mfc^ L l7<DORFfa<DMi&, Mfc^-lSCDORFfaCDM^ if fc^-19<DOR 


ORF|*I(ZW^ itfc^-47CDORF|*Itf>fg^ M{^48CDORF|*I(7>bM^ 
9<DORFfa(D^^ l&fc^f50(DORFft<D^^ Mfc^-56(DORFfa(Dj&^ 

^57<DORF\H<D$M^ 1&fc^-58(DORFfa(D$M^ itf^59(DORFrt(DfS^, 
MfcT-61CDORF|*I<£>i?H^ MfST-63<£>ORF|*|CDfMi^ MfST^ODORFrtCDiig 

•-IS^-esooRFftcD^gi^ it'fs^-eecooRFi^icD^g^, iHS^^cdorfi*! 

;^^-70(DOR 


<DMi&, M^R^68COORF^(DM^ Mfc^-69COORFfa(D&. 


FfaCDM^ itf5^7C0ORF(; 


-f5^-9(Z)ORFf; 


Fl; 


?*f it^-12CDORFt: 


£Hfi^ it^-14(DORFt. 


{H^-17(DORFt. 


RFi' 


;{s^-38(DORF^ 


;^^-39(DORFi3 


it^^47(DORFl: 


it^^48C0ORFt. 


M^-49COORFl 


^^•5060 


ORFf. 


rf5^^ iHS^-57tf>ORF(. 


^Sijft^ 5tfc^59<DORF&; 


jtfe^-61(DORFt; 


!*t"5iE^ jtfe^-63(DORFt; 


ORF^ 


;fs^-67(DORF(. 


;fs^-68C»ORF(. 


;{5^69C0ORF^ 


24. ItflBjSM-f^Mi^^ it^^llOORFfi 


:i-S^^6*fc fcWHS ^ 1 2<DOR 
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26. tiffBBAC^^^— IB^J^^^^V/N^ff^tt^^IS^iJ^tP, 3® @ 19 

27. ItflBBAC^^— ga^J^^-v— Sr^tf, 19iC|B<fe©^^— 0 

29. fl&iBjBtf^?— flW— >-^3fe^^-?^jfSr=j— K«f53t^-C*>«, IIB2 

o 
o 

32. ff|fB7K^^»^/V^V^^Okar7^^S5fe-e*>^, 3®B 19M|ESc 

33. MfB^^^^0^/v^^VA^^^62*Dj;t) ? jie^6^^MSr^'i-S. 
II 3 19t-fEiccD-<^— 0 

ifi3£tllLi&: 

(a) 2110#*&3£^G; 

(b) 3100#*£3^G; 

(c) 3818#i^^SC;43j:TJ? 

(d) 4006#*£K^G, 

35. MIBBAC^^— E^J^ga^J##7tc|Bffe<OE^JSr^rrs^<^— -CfcS, il 
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36. ijC@ l9l£mM<D^?*— Srgtr, Mo 

37. jNHH-C&Sx ^B36fciEft<Z>*BJf& 0 

38. E. coli-CfcS^ lIS37^fBft(D|B0 o 

39. Ht?L»]^«-efe§, i5@36^fE«(D« 0 

40. JS@39^fB«(DfitfL»]#!«o 

41. JS@39^fB«(Dtii?L»^J*0^^J;o-C^$^c. ^-|7K* 0 

42. ii n4uz.mmw4/^^mir^m^ms.mm 0 

43. y^^O^H-e&S, iI@42^fBft(D^^M#I 0 

45. ff(fB'<^-^§^^it^62^tf, ilg44^fB*0^fefe 0 

46. mmm%W}^^mm&th&m(Djfflm'ehz>, *ss 44^tB«^fe 0 

47. ttffBBAC^^^— |E?iJ^/>^<^2o(Dm^^^^/^^®^#ttiam^.IB^J 

48. iI@47^fB*<Z)^-efeoT, fi)fB2o(Dmm^^^^«^#ttia^X.IB 

Mfc^-7<DOKFfaCDM^ lAfcl^SCDOKFfHCDM^ lAfc^CDORFfHcom^ 
Mfe^lOcDORFrtcDfJi^ ilf^ll<^ORFrt(DfJ^ N ®f^-12<DORFF*|(Dfg 
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^ M.Ul L 13<DOKFfa<D$Mi&. MB^-14(DORF fa (D^M^ M.B^-15<DORFfa 


<DW&. M.\^17<DORFfa(DMM. M.\^lS(DORFfa(DMM. it^^-19C0OR 
Ffa(DW^. l&B^SCOORFfaCOm^ 1&fcl L 39<DORF faCDMi&, T&te=f-46(D 


ORFfa<D$% 


9(DORFfa(Di% 


^57 '(DORFfaCO^. 


7 ©ORF fa coi U 


;f^^-48(DORF fa (DM 


:^4 


;fe=?-50<DORFfa(D i m^ Mfc^eCDORFfaCDM^ Mfc 


M^58(DORFfa(DM.^ j&fcl^59<DORFfaCDM 


Mfc^f-61CDORFfa(DM^ Mi^63<DORFfa(DM^. j&fc^ 6 4<DORF fa COM 
Ife^65O0RFrtOf^ Mi^66COORFfaCO$M^ 5frf£^67(DORF|*3 
CD^J$, Mi^68(DORFfa(D$M^ Mfc^69CDORFfa(DiM^ if fc^-70<DOR 


Ffa(D^^ ®f^7(DORFf; 


fc^-9CDORFl< 


F{; 


:-j£^-i2<£>ORF{; 


;fe^-i3(DORFi; 


at^ J ?-i4<DORFt; 


;^^-15C0ORFi. 


^T-17(750RF^ 


RFf. 


;fc^39CDORF}3 


itfe^-48(DORF^^^i-^fJ^, jt^^-49(DORF^^^i-§fg^, jffc^-50<D 
ORF^P^t"^^^^ it^^56(DORF(c:p|^i-§^^. iHS^-57(DORF^PMg 

ORFK®$&irZ)Mj&. 3S^^65<DORF^8l^i-5^^ % iHS^-66(DORF^PMg 
i-^^HJ^, it^^67(DORF^^i-^|HJ^, it^^68(DORF^^i-^J^, 
5t^^69<DORF^8ISi-S^*^, *5J;U ? *^^70(DORF(3:pgli-§^^ 0 
51. ttflB#^^^ N it^ll(DORF^P^-r^^fc^3t^l2(DORF 

i^^fi^ |l7KS^^^^/^^V^(Djt^^62(DORFP fc 3(D^J^-efe§, II 
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53. atfiEBAc-<^^— mm&m&^?^/<?wikftmB.$:x.mm$r5t?, iig44 

54. mmBAc^^—m^umtK^—^—^t?, iig44^tE<co*-m 0 

4^fB*fe^)*-feo 

57. ffffETK^^W^/^^V^^^^^^-e^^ iI@44^fE*c<^fe> 

58. fi|fE^^«^/V^V^^ 

59. ti]fE7KS^»^/V^VA^okaI7^^S5fe-efe§, IR@44^fEigc 

60. tt|fE^^^^^^/^^V^^^^62^J:t^»e^6^^M^-r§, 
il@44^fE*»^o 

61. fi|fEjtfK^62^ IE^iJ#-^5(D^gB^J^*5V^-C, ^KMT(a)^(d)» 

(a) 2110#^X^G; 

(b) 3100#^S^G; 

(c) 3818#:^X^C;:JoJ;LF 

(d) 4006#^S^G, 

^fet^^tfrfEit^^-6^^ ie?IJ#-^8(D^*IS^J^*5V>-C, ^^<^5745#^^ 

62. fiifBBAc^^— iB^j^ga^[j#-^7tcfE«c(Dia^j^#i-§-<^^— -cfc&, II 

g44^fE^^feo 

63. IS g44^fE*fe(D^fe^J;o-C$iit$^0-l'/^ 0 

64. ii n 63iz.mmw4/^^mir^m^ms.^o 

65. r7^^BH-e^, IR@64^fE*fe(Dm^6^m^o 

66. lI@19^fE«(D-<^— [-fM^iAtS^tt^ot, ^T»X@: 
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mmmi^±mmm^mm^ bac-<??— mm^mi-^^—^mmir^ 

«^^<i:tlo(D^M^-rS^ X@; 

^^—^mmmm^mmKmAir^jiuxhox, ^x\ mm-z^y^^y 
mmmm^mm^mmir % x@ ; 

j*tmm&^u%%M2(D79?*>b&^fcmm*±vbx&<>x^ ^x\ iibac 

BH?IJ<Di«(D#* ^^^^ 

69. BfrfE^107^^^h^J:t>^2(D^^^h^^^<^lkb-efe§^g68 

70. ttf|EHl(D77^^h*5J;U ? ||2(D79^^h^/^^<^l. 5kbt?fc£, Jg@ 
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73. ttf|B^10^7^>-h*5J:TJ?||2(D^^^h^, ^^-fg^-M/KX^V^ 

74. fijfElli<D^7^^h*5J;-a ? ^2(D^7^^h^, 7m3$m&£V4;v^;j>> 

75. fi)fE||l<D^7^^h*5J:-a ? ^2(D7^^^h^^ 

76. il@68^fE«c(^^^ir^h-efcoT, ttf|E^l*5J;U ? ^2(D^^^ 

Mfe^-7(DORFrt(DfJi^, itfe^-8(DORFrt<DfJi^, }g?l£^-9<DORFF*I<Df,Mis^ 
Mfc^lOfDORFrt^igi^ jt^^lKDORFI^KD^^ it^^l2<DORFF >! 3<D^ 
^ it^-13(DORFf*3cD^i^ jt'fs^l4(DORFP fc g(D^J^, 5t^^-15©ORFF*3 
<£>^& it'S^17(DORFP fe 3(D^^, ®<(5^18<DORFft<D^i& N M^^19(DOR 
FfaCDM^. itfs^-38<»ORFrt(DfJ^ N ttfc^39<DORF|*|<Z>BBl^ 5t^^46(D 
ORFrt(D^^ N i&i^47COORF^(Dm^ l&itt 48 CO ORF^COU^. l&i^4 

^-57<DORFF*3<7>rM^ i&i^58COORFp^CO^M^ 59 COORFp^CO^M^. 

j&fc^GlCDORFfaCD^M^ l&fc^62(DORFfaCD$Mi&. l&i^63COORF\^CO^M 
Min^-64COORF^ICO$M^ Mfc^-65CDORFfi[CD^^ Mfc^-66COORFfa 
C0^t&, it{5^-67(DORFrt(D^^, Mi^Q8COORF^CO^M^ Mi^69COOR 
Frt(DfJi^, mfc^70<DORF\HCDm^ T&i^KDORFKm^iT^m^ itfs^- 
8<DORFtC|^^i-§|M^, itf5^9(DORF^^^i-§fJJ^, iffS^lCHDORF^ 
^-TSfJi^, Mfe^-lKDORF^^-r^Jl^, *^12<DORF«grr3ftig£ 
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^ iiMS^13CDORFt; 


CDOKFl* 


iHS^-19(DORF{. 


;^^-46(DORFt; 


<Z)ORF^ 


;fs^-48(Z)ORF^ 


;fs^-49(Z)ORF^ 


;{^58C0ORFt. 


CDORFf: 


ii*51£#c, 31^^61 (DORF&: 


'IrZffiML, it{H^-64(DORFi. 


^ itfe^-65(DORFt; 


ii^fj^ itfe^-66(DORFt; 


(DORFt' 


■ir&M^ itte^-68(DORFt; 


77. JSg68^fE4fe<Z)^^-fe^h-Cfco-C, fff|BHl*5J;U«||2(D^7^^ 

*tte^7<£>ORFI*3<E>^i&, itfc^-8<DORFI*l<Digi^ itfc^-9<DORFI*l<Digi^ 
it^^lO(DORFrt(DfJi^ N 3t'fe^ll(DORFP fc 3(D'gB^ iftfS^12(DORFI*I<£)iiI 

®^^13<DORF|*3<£>^#6 % jfr|S^-14<DORFF*I<D^i^ 5&<(5^15<DORFft 
<£>^*& 3(t^^l7(DORFrt(D^^ > &te^l8tf>ORF|*3<£>^*& itfe^l9(DOR 
FI^KDigi^ 3t'fe^38(DORFP fc 3(D'BS^, itfs^39(DORFI^I(D|M^, i&fc^46(D 
OKF^CO^^ it'gT-47<DORFrt(D'^^, Mfc^-48<DORFF*I(DfJ^ itfe^-4 
9(£>ORFF fc 3<£><Hgi^ Mfc^50C>ORF|*|(Z)<Bgi^ it^^-56<Z)ORFrt<D^^, 5H5 
^-57(DORFP fc 3(D'pJ^, 3»fc^58<Z)ORFft<DlgJ^ jftfs^59(DORFrt(D^^, 
56-^^6 l<DORFrt(D^^6 % it{^-62<DORFF*3<Df,gi^ ®^^63(£>ORFF*3<£>fH 

it'f5^64(DORFF fc 300|g^ N it^^65<DORFrt(D^^, ifr|S^66O0RFf*I 


;^S^-68<DORF 


;fe^-6900R 


Frt<DfJj^ N itf5^70(DORFI^I(DfJj^, 3t^^7<DORF^P^-r§^^, itfs^ 


8O0RF&. 
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:^^-iicooRFi; 


;^^-13(DORFt; 


CDORFlZ 


■1r%m^ iS^^l7<DORFl; 


;fs^-l9(DORFt; 


:fe^-4600RFt 


cDORFtC 


:fs^49<DORF(; 


;{s^50COORF[. 


;{^56(DORF[. 


^ ift^^57COORF(i 


OORFf: 


^fjH^ jtfs^-64(DORFt; 


* itfe^-65(DORFti 


i"t"5i^& Mfe^"66(DORFt; 


(DORFf: 


;fs^-68C»ORF^ 


;fs^-69cDORFt; 


78. mn68Kmm<vmm**tiyhx*&ox, tm^mi^xxf $$2(0-79^^ 

it{^7<DORFrtcr>fJ^ Mfc^8cDORFI*|cDijIi^ Mfc^cDORFftcDfJ^ 


iftfe^- 1 0 CD ORF <D- 


Br^\\(D ORF (DfJ 


1 2<DORF cD'eM 


cO^J^ N jt'fs^l7£OORFP fc gc7)|MJ^, jft-|S^18tf>ORFF*3<£^J& at^^l9cOOR 
FF^cDfJi^ itf^38(DORFrt(DfJ^^ jtf^39(DORFrtcDfg^ N 5t^T"46cD 
ORFF*3<£>^*& Jt'fi^-47cr)ORFF fe 3(D^^, I^48®ORFrtOlS^ ifrlS^-4 

^•57CDORFP , 1(DfJ^, M^-58<DORFF*3<Di?gi^ ®{^59<DORFF*|cDfSi^ 
Mfe^-eicDORFF^KDfS^, itfH^-62cDORFrt(DfJ^, itf^63(DORFrtcDfg 


:-j£^65<E>ORF|*3<£>^& iHS^-66cOORFrt 


Ffacom^ MB^OCDORFfaCDM^. Mfc^7<DORF\< 
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(DORFk 


;f^l7(DORFt: 


:43^18<DORFt. 


:-fe^-i9<DORF{; 


;fe^-38CQORF^ 


* 3ft^^-39<Z)ORFl; 


itf5^46(DORFt; 


0DORF&. 


* it^^-57COORFf. 


^S^^ jt^^58(DORFt. 


OORFf. 


!-t"5^#Cx ®^^-62(DORFt: 


;{s^-66(DORFt; 


:fc^-67 


<Z)ORF^ 


:fS^69<DORF^$ 


*3j;t^a^^-70<DORF(; 


79. mn68K%eM<Dm&*~tiyhX*&oX, tftm$5l3S£Tfim2<D'79y*> 

frSfW&ir^jK 90% 1^1 — ' , mm^±^yb : 

Mfc^-7(DORFF*|<DfJ^ Mfe^-8(DORFrt<DfS^, Mfe^-9(DORFF*I<Df,gi^ 
Mfc^lO<DORF|*ICDfgi^ ifrlS^ HCDORFrtCDijgi^ itf5^12(DORFP fc 3CO® 
^ it^^l3(DORFrt(D^^ 3t'fs^l4(DORFP fc g(D^J^, Mfc^l5(DORFfa 
<^ijSi^ it^^l7(DORFrt(D^^, iHS^-18(DORFrt(DfJl^, Mfe^-19(DOR 
FrtOfJi^ itf^38(DORFrt(DfJ^ N itte^39<£>ORFF*3<£>ig:l^ jfrf£^-46<D 
ORFrt(D^^, Mfc^-47<DOKFfa(D J m^ 1&U^48<DOKFfa<D^i$L, 1&U?4 
9<DOKF\Hcom^. Ifsi^SOOORFrt©^, MB^56(DOKFfa(Dffi^ MB 


1 <£>ORF fa (DM 


2<DORF fa <Dffi 


;{jk^f-63<DOKFfa<D&. 


^ 5S'fe^-64(DORFF fe 3(7)'pJ^, 3S^^65<DORFF^(D^^ N jfrfS^-eetDORFft 
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8CDOKFI* 


iHS^-12<Z)ORFf. 


^ it^^-13(DORFt; 


;^^-l4(DORFt; 


<Z)ORF^ 


;fs^-17(Z)ORF^ 


;f^l8(Z)ORF^ 


at^^-19<Z)ORF^ 


l*t*5^^ at^^-38(Z)ORF(; 


, jft{s^39COORFt. 


M5^46CDORFf. 


CDORFf: 


^ itfe^-57(DORFt; 


ii^fj^ itfe^-58(DORFt; 


(DORFtZ 


;^^-63(DORFt; 


;fc^-64<DORFt; 


:<fS^-65CDORFt; 


itfe^66(DORF^ 


45^-67 


COORFi' 


iHS^69<DORF^ 


*3«tt^5t^^70<DORFli 


80. ^S68^fEftC0^^;-fe5/h-efeoT, ''-e, ttf|E||l*5J;^2(D^^^ 

tbs^^^* < w> 95% m — X*3b% , mteft-Ki? V : 

Mte^tDORFfaCDM^ jt^^8(DORFrt<D^^, 1&te : ?-9<DOKFfa<Dffi$^ 
jtfe^-lOcDORFF^KDfJ^, jt'g^llOORFt^IO^^ jtf^l2<DORFF*l<Dig 
:^^13<DORF|*|0Dijg^ %tfc : ?-14<DOKFPi<DW&. M.fc^l5<DOKFpH 


?|S^-19CDOR 


FF*I<^J?i^ itf^^-38<Z5ORFrtC0®^, 5&^^39<DORF|*3<Digl& ift^^46<D 
ORFftOlfti^ ®fc^47(DORFft<£>^^ jtfc^MScDORFF^fJ:^ it^^-4 
9(DORFrt(D^M^ N 5&^^50<£>ORF|*3<£>ig#6 % j&(S^56<DORFft<D^#6 % jUS 


^-57<£>ORFP*J(£>1g 


5 8 <D ORF ft <Dffi 


9<DORF (DfJ 


[fc^61(DORFF*l<7>fjg^ itf^62(DORFrt(DfJ^ N jtf^63(DORFF fc 3CD'HM 
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<DW&, %Lfc z F67(DORFfoV>W&^ M.B = FQ8(DORF\H(DW$(., MB^-69(DOR 


8(DORFt. 


, itfe^-13(DORF^^i-^fJi^, itfc^-14<DORF^$£^-f-&fJt^ 


■ir^m^ itfs^l7(DORF^^i-§fJi^, jtfs^l8<DORF^p 


s itfc^-39(DORF icm^ir^^ Mfcl^46(DORFlcm^ir&^^ MBl^47 


OORFf: 


!i~5l£#c, itte^48(DORF^P^i-§®j^, ilf^^49(Z)ORF^P 


, MB7'57<DORFKmig'f~Z ) mt&, MB7-58CDORFlzm&1r%mt&, 


CDORF[< 


;fs^-6 1 ©ORFti m&ir&m. 


;fs^-62(DORF^p 


■ir^m, Mfc^63CDORF\C®mirZ) J mm, MB^64CDORF\cm^irZ)j& 
;^^-65(DORF^^^i-§fJ^, MB^-66(DORF{Z.m^ir^^ itfc^-67 


ODORF^ 


■MT68(DORFK®^1rZ>^i&, MB7 L 69<DORFK® 


■~tz>mM. &xx$m.fci L 7o<DORF\z.®m'rz ) m 
^^fc«»^i2(DORF^p^i-§^s^-e^, mn72Kmm<vmm 

83. fi|fBBAC-<^^— ia^J^|a^x.^^/-?^TO#^m#X.IS?lJ^ti>, g 68 

84. ffffEBAC^^— BE^M^— £ra"ti\ *S S 68^fE*^^ir^K 

85. jttffEiit^— #-;«^J«^-- #--e&3. ili84^fB*^^-fe5/K 

86. fiffEilt^— fl^U— l/&ft*>'<?M&= l --h*irZ>i&m^--T*foZ>, IRS 6 
8^fEft£)^^#-fes>h 

87. Btf|E^^^^-r/V^V^^W^S5l5-efe§, 68\Z.Wm<Dm 
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89. tt|fE^^fg^^/^^V^^Okar7^^S5fe-e$>^, *S@68^fEi 

90. tfrfEBAc-<^— mmmiym^-nzm^mmmm^i-^, *Kg68^tE 


91. iS^iJ#-^2^?Eic(D^ia^J^#i-§ N ilg68^fEic(7)^^ir^K 

[0013] (cio-c. m&x.Tkm^ytm^^j^. ^xm^m^mmm^fh^ 

[0015] [g|l] Elite, ^^^^fg^^/V^Okatt^V^^itJ^m^^^KS^^^^/V 

V02) (D^r^t->nt?co±i^ti:b^^i-o 

[0016] J^T\ *^?g^K-r^o ;£lM#<^#^:frfc«9, W^ilft 
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[0017] j^t, ^mmtenm-rzo ^fmmm^m^tdo , w^isit m^mR 

<Dj&m WZ.lt. ^m<DM&fe Taj , Tank r t hej^)te, GfrCi^U&V^*). -fc 

[0018] (mm^-mm) 

^SrV^o 7km&m&^V^x<D#>&mMfcTbL,Xfe, fllfcti, MT&mfbti 
^e>^RR^$n^V>:ia^7, it^8, 36^9, it^lO, ift^ll, 
»^12, 3*^13. 3H£^14, 3tfc^l5, 3*^17. ifrfS^19, 
3H£^-38, it^^39, jt^^-48, it^^49, 

3H£^-57, 3*^^-58, itfs^-59, 3*^^61, 3HS^-63, 3tfc^-64, 
3f {^65. 3H£^67, 3*{5^68, 3*^^69. *5j;D ? 3t^^70 o 

[0020] $4/i'^/^<Dmfc^!&MiSLte^-x&%m&. ^©i^otiiaot") 
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[0021] ^mmm^^ ^x7K^.w^m^4/^<d rmsMi ti^ xnm^m^nx 


avison, A.J. ^oit^Scott, J. E. (J. Gen. Virol. 67(Pt 9), 1759-1816(19 


ORF#-^ fc^#<£>^[F>] ^V^±C0^g 


ORF1 


ORF2 


ORF3 
ORF4 


ORF5 


ORF6 


ORF7 


ORF8 


ORF9 


ORF9A 5 


ORF10 5 
ORF11 5 


ORF12 5 


ORF13 5 


ORF14 3 


ORF15 3 


ORF16 3 
ORF17 5 


ORF18 3 


ORF19 3 


ORF20 3 


^5'^[b] 589—915 

^3'^-|fi] 1134—1850 

+5'^[r] 1908—2447 

+5'^[b] 2783—4141 

+5'jj\n] 4252—5274 

*5'^-[f<] 5326—8577 

+3'^[r] 8607—9386 


5'^-fn] 9477—10667 


^3'^[n] 11009—11917 

^3'^[b] 10642—10902 

+3'^fB] 12160—13392 

^3'^[b] 13590—16049 

^3'^fo] 16214—18199 

^3'^[b] 18441— 19346 

*5'^[b] 19431—21113 

^5'^fR] 21258—22478 

^5'^fo] 22568—23794 

+3'^fB] 24149—25516 

^5'^fn] 25573—26493 

*5'^-|b] 26518—28845 

^5'^fB] 29024—30475 


T^y^l-108 

T^/^l-238 

T^y^l-179 

T^y^l-452 

T^y|^l-340 

T^y^l-1083 

T$y|^l-259 

T^y^l-396 

T^y^l-302 

T5/^l-87 

T^y^l-410 

T^y^l-819 

T^/^l-661 

T^y^l-301 

T^y^l-560 

T^y^l-406 

T^/^l-408 

T^y^l-455 

T^y^l-306 

T^y^l-775 

T^y^l-483 
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ORF21 5 

ORF22 5 

ORF23 3 

ORF24 3 

ORF25 3 

ORF26 5 

ORF27 5 

ORF28 3 

ORF29 5 

ORF30 5 

ORF31 5 

ORF32 5 

ORF33 3 

ORF33. 5 

ORF34 3 

ORF35 3 

ORF36 5 

ORF37 5 

ORF38 3 

ORF39 5 

ORF40 5 

ORF41 5 


3'^fR] 

30759- 

-33875 

3'^fR] 

34083- 

-42374 


42431- 

-43138 


43212- 

-44021 


44148- 

-44618 

3'^fB] 

44506- 

-46263 

3'^[B] 

46127- 

-47128 

— ^ ^ 1 -J 

47052- 

-50636 

3 ^[b] 

50857- 

-54471 

3'^ft 

54651- 

-56963 

3'^ft 

57008- 

-59614 


59766- 

-60197 

5'^ft 

60321- 

-62138 


3'^5'^fn] 60321—61229 
->5'^ft 62171—63910 

63977—64753 
64807—65832 
66074—68599 
68668—70293 
70633—71355 
71540—75730 
75847—76797 
ORF42 +45 3'^5'^fB] 

76851-78038*50:^81538-82593 T^/g£l-747 
ORF43 5'->3'^fR] 78170—80200 
ORF44 5'^3'^[b] 80360—81451 
ORF46 5'^3';fr[Rj 82719—83318 
ORF47 5'^3'^fB] 83168—84700 


*5'^fft 
*3'^ffa 
*3'^ffa 

+3'^fft 

*3'^fft 


T5:/^l-1038 
T^y^l-2763 
T5/^l-235 
T^y^l-269 
T^y^l-156 
T^/^l-585 
T^yg^l-333 
T^y^l-1194 
T^/^l-1204 
T^/^l-770 
T^y^l-868 
T^yg^l-143 
T^y^l-605 
T^y^l-301 
T^y^l-579 
T^y^l-258 

T^y^l-841 
T^y^l-541 
T^/^l-240 
T^y^l-1396 
T^y^l-316 


T^y^l-676 
T^y^l-363 
T^/^l-199 
T^y^l-510 
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ORF48 5 
ORF49 5 
ORF50 3 
ORF51 5 
ORF52 5 
ORF53 3 
ORF54 3 
ORF55 5 
ORF56 5 
ORF57 3 
ORF58 3 
ORF59 3 
ORF60 3 
ORF61 3 
ORF62 3 
ORF63 5 
ORF64 5 
ORF65 3 
ORF66 5 
ORF67 5 
ORF68 5 
ORF69 3 
ORF70 3 
ORF71 5 


■3'2f[Bj 84667—86322 
3'^-fB] 86226—86471 
■5'^|rJ 86575—87882 

87881 — 90388 


3'7/ft 
5'7jft 
5'7jfa 
3'^ffa 

3'7jft 


5'7Jft 
3'7jft 


90493—92808 
92855—93850 


93675—95984 


95996—98641 


98568—99302 


5'^IfO 99411—99626 

99607—100272 


T57BI1-551 

r^y^i-81 

75/^1-435 

T^y^l-835 

T^y^l-771 

T^/^l-331 

T^y^l-769 

T^y^l-881 

T^/^l-244 

T^/^l-71 

7^/1^1-221 


100302—101219 7^/0^1-305 

101170—101649 T5/&1-159 

103082—104485 7^/0^1-467 

105201 — 109133 7^/0^1-1310 

110581 — 111417 75/0^1-278 

111565—112107 T5/&1-180 


+5'j7\p] 112332—112640 75/0^1-102 

*3'7J|b] 113037—114218 75/0^1-393 

*3'^|rI 114496—115560 75/0^1-354 

+3'7j[f"] 115808—117679 75/0^1-623 

^5'TJIb] 117790—118332 75/0^1-180 

^5'^-fB] 118480—119316 75/^1-278 

^3'TjfR] 120764—124696 75/0^1-1310 


±|SO^-C. r5'->3';fr|*]j£f3\ ORF^ga^lJ#^-5(D^^IE^lJ^lRl^<Z)7jfR]^fe 
5££3r^U r3'^5'^ffaj^ 0RF^@a^J#^-5(D^^ia^!l^^O7JfBl^fc^r 
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[0022] ^mmmfc^^xmrnki ttt, m^mx^^^^m^ ^mmm, ^mm 
[oo23] $:mmmz.^->xmmirz>M'£r. ^m^^/^iti^ ^4/^^m^(D— mx 
[0024] mm^"f/v^m\^^mt\^x^ th^jt ^ml^m^^^cscid) 

i^XCDWffi&irZ)j3W:fi$m%iX&Z)(j. Virol. 1998Feb;72(2) :965-74, ) c 

[0025] ^.n^M^nmw^xmm^n m&n ^mtvx^ ^timx^3 n moh^ 

jjfe^f£.m%OXfo% (J. Virol. 2000 Feb ; 74 (4) : 1864-70) 0 
[0026] £fc,#fj®tt^ii:^^ Vi 
rol. 2002 Nov; 76 (22) : 11447-59) ^/^(DJlHJ^tt^ii^ttt^^^^ 
t£WMtf&Z>~b&MM£frLXV^fz.#), infectius center assay^oTcell-to 

-ceii(DmM^m^^tKx^x^m^m^mmm^^^xw^n^t^x 

[0027] AX6^j^^/v^^il^b-r^^fefe«, ^-e&5o e#l##5i;:iB*W> 

mm^-62\C$o\^X. 'Pt£<kh£XT (a) - (d) (DM&WM: 

(a) 2110#^^^G; 

(b) 3100#^X/5SG; 
(c^SlS^^S^C^itF 
(d)4006#^S^G, 
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[0028] ±fB^^fg^^/V^ffiV ^fW9^. (a) - (d) (D^Sgm^^PX., 
<^> (e) — (g) <D4>&< £t 1 J^±(Z)^S®^ : 

(e) 1251#^S^G; 

(f ) 2226#^^^g ; $o £ZF 

(g) 3657#^X/5SG 

[0029] ^HK^V^C, _hfE7K^m^f# , 7^/^^fflV>§ftt><9^, (a) -(g) 

(D'pt^khDZl^t^WMKlJUz-. WT© (h) ^ (o) ©/>/<t<tti^ JkdMI 

(h) 162#i£S/^C; 

(i) 225#^^5C; 
(j)523#^^SC; 
(k)1565#^S^C; 
(l)1763#i^^C; 
(m)2652#^^SC; 

(n) 4052#^S^C ; *3 XXf 
(o)4193^^S^C 

&^ir%mm7k^^/^w&&mir%-t^mx$b% 0 

[0030] £>§V ^ rii^b^/^J tbT, #!lxJi, itfe^-62^, ^T/^ib&3$^« 

(a) 2110#^S^G; 

(b) 3100#^^^G; 

(c) 3818#^^/5SC; 

(d) 4006#^X^G ; 

(e) 1251#^S^G; 
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(f ) 2226#^S^G ; 

(g) 3657#i&X/^G; 

(h) 162#*£K^C; 

(i) 225#J£S# S C ; 
(j)523#i&S/^C; 
(k)1565#iS^SC; 
(l)1763#i^/^C; 
(m)2652#^^^C; 

(n) 4052#^S^C ; $o£Tf 
(o)4193#i£K^C 0 

[0031] ^:0Jlffl«^*5V^T^ffl$tLSfflm^^^^^j^^y^ o ^-KJ. W^^kj 
[0032] *M3llil#^33V^ftffl$*x5fflf&Wy^i>^Kj, r^-y=f^i>^Kj*5«tO s r 

(Batzer£>. Nucleic Acid Res. 19 : 5081 (1991) ;Ohtsukafe, J. Biol. 
Chem. 260:2605-2608(1985) ;Rossolini^ Mol. Cell. Probes 8:91-98( 
1994)) 0 

[0033] *wmmiz33\,^xrMte^itt^ m^jc^ms-t^h^v^o atM^-h 

y^w^Kj , r^-y=f^w^Kj 3s J;t* & £>t*fc:/*>5v Mi r^^jti 


WO 2005/085445 


27 


PCT/JP2005/003652 


v ^xmte^tD r;*-— TVy— "5V>^7^— aj itftxt torfj irte, 5t^<Di£^ia 

TVU— "5V>^71>— A (ORF) Sr^S^^^S^-CfcSo 

[0034] ^BJBi^cfev^, ^^fg^^/v^V^rt^it^^roRFrto^j^ji: 
[0035] ^mBW^^^X, y^mW^^^^^^^^(DM.^^-(D^ORF\z.m^ir^> 

tn, 7km^vtm^4/i-^/^Kh^MB^K^^xoi^<Dm^^ 

[0036] ^jUB^^v^-cat^^r+Hpttj^tt, 2j^±(Dit{^@a^jo, mmitt-fZ) 

70%^— Xh&iB&, XW^L<i^P^<th80%, 90%, 95%, 96%, 97%, 98 

[0037] ^mmwxfemmm<Dm—^<Ditm&£Tfmm&(DnMn, &m&vtmy— 

[0038] «3i$WCfeV >T5fr£^ ^y^V^K, aKy^^K^if © ^(D 
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[0039] T^/m-Z, ^CO—m^^C03^C^f&^\ ^fcmUPAC-IUB Biochemical 
Nomenclature Commission^^^ti^^l^^lB-^-^V^-f^^^J;^. * 

[0040] ^m^&v vc\ r^^^v^hj ^feK^y^w^fcte^y^i^^K ( 

te\ ^(DM&COTV&tVXl^ TtfV^^F COm-Sr , 3, 4, 5, 6, 7, 8, 9, 10, 15, 2 
O, 25, 30, 40, 50$o£mfo^±CDT*/m&mf hfo, Z.Z.<D ^f*^i^lJ#bT 

, ^y^V^-^K^J^, 5, 6, 7, 8, 9, 10, 15, 20, 25, 30, 40, 50, 75, 100 
, 200, 300, 400, 500, 600, 600, 700, 800, 900, lOOO&XZF^frlU-tCO^ 

[0041] BAC^??— ft<Dmte¥1>*=*~- K«^y^^K«, ^^oaKy^^K^H 


[0042] #Wiffl#K::fcv^'ffiffl*r54&£\ rn^j^^ ^^ik^lh^j:^/^^© 

or, ^mmmxn.mmn. r^^y^^ynj, mwu 
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3fc£#tfsKl::*3V n~c# m.tsti%o *H#fFH4, 554, l0l^;ifEiK£*L5J;5^ 

( + 3. 0) ;T^/^^fV^( + 3. 0+1) ;^7H?^^( + 3. 0+1) ;i?y^(+0. 3) ; 
T^/^^fV( + 0. 2) ;^Vk^^( + 0. 2) ;;?>»(0) ;XU$r^>(-0. 4) ;7°ny 
^(-0. 5±1) ;77^^(-0. 5) jfc^i^C-O. 5) (-1 . 0) 

>-(-l. 3) ;/^y>-(-l. 5) ;n^»-(-l. 8) ;-Yyn^y(-l. 8) ;fni/V(-2. 3) 
■~7^?VTy=-^{-2. 5) ;*5i;t^>y^h7T^(-3. 4) Q T^/g|;^$l<D§^t*.^ 

m&^^o ^mm^wm, mmm^m^xm, m%.&. ns—zfft 

X(DmM : T/V^^io XXIV vV ; ^W^^^*5 J^T^^^rV^ ; i?y itF 
^W^^;^Vv^$^J:U?T^^^rV;^^tJ ? ^/^y>', n^>^ ^i^yn^ 

[0045] ^0j|fB*^*DV nt, rg^f^j iii, ^^(D^y-<^K*fc{** 0 y^^i/^K^^» 

ttM&MW; ^K^cMW-, (truncated) Miti&fcT^.^fofj: 
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Z&mifbtiZo tt$Mfc* (allele) ktt, jt^J&fcJRU KWzmftfetiZ 

0*lXfS, 60%i^_h(DtB^ltt, <fc90*L<}3\ 80%^_h, 85%U±, 90%^_h, 

95%£JL_b©ffilnH4)SrW*r5fc©SrV^o ^o£5&«ftl^#£##1-5;^J3\ * 

(orthologous gene)tt>V^V\ ~0©£4^#Sfc5#ffl4^j&»k©ffi$WfclEft3l5 

v^^as, ^if^m— j&E^isrv^5o at^=— K©#em<?5fcfe, #m«t^w 

tt. IBi^$^#E^I^*3V>TBtl^^*tb5o 0*lXfi, ^J^fcafc^tt, 
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[0047] ^mmw^K^ ^t, mmm^mw^v^^^-^ir^Mi^^^BA 


te\ i— loin, 0^b<fii-5{@, ii90^b<fii— 3{@<z>T5/^remmi-3^£r 

, rjv^Mt, ^fv^Mt. v^mt. y^mt, r^Mtmx. 

[0048] ^mmm^^^xmmznztfv^^v&mmKmfe, ^<o-m^f^<o^ 

stream *mmiz.m^xmm-r%-btfx%Z) 0 

[0050] *M3W#i?:*5v ^ ^y-^^f-Ktfc^y^^vtfK© rg#, #*p^c^^j 
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num. ^<ir^t^x^ 0 m?u*s tt&temt. iwtam:mxh^ -^l 

25m£lTt£¥X&<9nZ>o 

[0051] mft^nit wz.&. ^y^w*^) tm* <Du-</v<DmmzmL,xm&£ti 

#§o ^-COmf^CO—^^m^^^^Xli, 0tRf^ Alberts^, Molecular Biolo 
gy of the Cell 1994), tjzbTfiC Cantor^oit^SchimmeU Biophysi 

cal Chemistry Part I: The Conformation of Biological Macromolecul 
es ( 1 980) &mm o «§ W KSSV >TfUffl £*L#5-flW£#^£^lft#£;£L-C 
Ausubel F. A. £b$B( 1988) , Current Protocols in Molecular Biolog 
y, Wiley, New York, NY;Sambrook j£> (1987) Molecular Clonin 
g:A Laboratory Manual, 2nd Ed. , Cold Spring Harbor Laboratory 
Press, Cold Spring Harbor, NY^b^B^^X^M^XhtH^MKMM^: 
~tZ>Z.b&X%% 0 

[0052] *mmmcm^xmfci L ic^\^xmRirZ)M&, r^*— j^f*, nmcD^y^? 
tvxn. mm^mm, mm, mmmm, mmmm, m&mx&. mmmw-^xxi 

LTV ^h<D&M^£fV5o 

[0053] Tbac^<^^— j bli, ^mW&F^x^&hbK^xi^m^frif'^^FX, 

OOkbl^±(D^^^X(DDNAif^^^lM^^^*ffl0rtT^^^^#Ljtm 
^%~btf njm^??— X&% 0 BAC-<^— J3\ ^>^<HBAC^- (D^M 


WO 2005/085445 


33 


PCT/JP2005/003652 


[0054] ^mMWlZ^^XtBAC^??— m?l\}bfe, BAC^^—t\,X(DmM^M(D 

nm^t^mm^^o &mzj&vx. bac-<^— m$m. ^m.^K.^>^m^ 
[0055] ^mmm^m^xmm^m&z-ibn, mmmmm^itK^m^m^fi 

cus of crossover of PI) @£^(Ji!Cre (cyclization recombination) ^l/s^PHf. 
boM^-ofr^, Flp^/^WbFRT^iiLb&ft&fy&frli:, 0 C 3 1 £attB, attP£ 
Oia^-nt?^ (Thorpe, Helena M. ; Wilson, Stuart E. ; Smith, Margaret 
CM.., Control of directionality in the site— specific recombination 
system of the Streptomyces phage $C31. N Molecular Microbiolog 
y (2000), 38(2), 232-241. h yy/W*— if bres%$$Lb<Dl(&ty&f? J &: (Sadow 
ski P. , Site— specific recombinases : changing partners and doing th 
e twist. J. Bacteriol. , 1986^2^ ; 165 (2) 341-7) (— jt£fr>J^te\ Sauer B 
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. Site— specific recombination: developments and applications. , Curr 
Opin Biotechnol. 1994 Oct;5 (5) : 521-7. ^#Jfg<£>'£) 0 

[0057] *mfflWiz.$5^x&mirz>m&, mu^— jfctt, bac-<^— Sr^ttft^ 
Sra— K^-«3ft^^#tf^>tt5d^ -tt^^PS^tt/^v\ r^g^— %—}bVX 

7n@imiH£i\ j/zl^J^Vir*— if«fc^\ T^^fV^h^JXT^-— if, * 
^nft^y(MT), T*f S^fT^— if (ADA), TtW>"7*T^— if (A 
MPD1, 2), ^ri^>^^->--i/T^^-^^y^^/Vh7^^^ 7 ^7^-if, UMP^y^ 

— if, P-^y^n^fV, T^/^^fV^yr^- if , ^i0t;^fyf*M^ 

T&b&WfoZ) : ^tKn^lfifcJlTca^sffat^P (DHFR) ^yM>5p-fe— h (MTX) £ 
©Jdft^^t?*, ^/H^i/^i?^— if (GS) m^b^^>^/V^^y^y (Ms 
x) £<Djjfi<^H?i£. T^<y^mhy^^T^~f-— if (CAD) it^T-^N-^^^T 
ir^/V— L— T^^^7=¥V^(N-phosphonacetyl-L-aspartate) (PAL A) 
^*?^Tx MT&fc*biJ}*$VMCd2 + )b<Dmfy&tok, T^»^T^— if 

iir, Tr/vyrT^i" — £ (ampdi, 2) it^i^irT^^, Tif-fey^, =wjvw>r 

^^^(pyrazofuran) b<Dl(B.&>&trtk > P-yy=37°n^^(p- gP) MDR)3t 
^^^RlH^J^om^*?*, T^^Vv^^— if (AS) at^^fc J3 -T* 
^N/V^/ktKti d r^^li*7c^T/Vtrv ? ^r^(albizziinn) £<D£&#^;bi2% ^/V—^ 
yf^/Hl?^- if (ODC) 5ftf5^£ a -v^^/V^-ny^/V-^/V^^^ (DFMO) 
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[0058] &mmmiz.&\,^xm.mirz>m&, mm^^—m.m^Mi^^xx^w 

mmwmmm^m^, ^^^Mmm.^, /N^^n^yfttiis 

^^f) (Di^^l^-^-^J:^, a^^-if— «rg^#5o *t#» 

[0059] ^w^^v^c^ffl-f-ssi^ ria^-<^— ]tn, nmcotfy^u^v 

-m, mm, mmmm, mmmm, mmmw-^mmmmw- 

[0060] — — — j ^ m.i^(D^^w^— Ki-sfj^T^ft^^gb, DNA 

^—^—^—n,mKNA<D^mmcm^xm^^UMKB^R^ir^t 
/^ftJibtvCV^o 5-*— bVXit, CaMV35S^— , /s<V^-&)& 

[0061] ^mmm^^^xm^^hti^^^—^—it^ mi^^m^m^m^ 
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[0063] 


[0062] *M3tti#^*3v>-c, ^— <D^^r«^^j-e^^«, &m<o 


r. 


Bate: *5v ^xmmir%m&. 


E^flSr^tf ^tfW^bl \ 


[0064] ^^H^^T^t^^l^ rfHB"BrtBfJ:jtJKf§ttfe(5) J tn, ffiWPmm 


CO 


am) &$>zm^mwmn 


W}*smz.mM;£tiz>titbKfe, mm. ^comm^coir^±m^y o ^—^—^nm 
woes] *mmiz&^xtiimirz>m&, , mmwnm&u wmmAi&zxfrh^x? 

[0066] r^SC3te^ft:j ^®^^J:oT#M$^fc^aS^^^(D^#:(D^^fctt 
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-tf^v^o Kmmmw-t^xte^ mmmm, mm, mmm, mmmm, m&mB& 

[0067] WMMmt^xn. ^v/^ytrja, ±9^rm, ^/k*J8, yu\fs<?T})yj»m, 

f^il^J^ Escherichia coli XL1— Blue^ Escherichia coli XL2— Blue^ Esche 
richia coli DH1, Escherichia coli MC100CK Escherichia coli KY3276 
^ Escherichia coli W1485^ Escherichia coli JM109 N Escherichia coli 
HBlOl^ Escherichia coli No. 49 N Escherichia coli W3110 N Escherichia 
coli NY49. Escherichia coli BL21 (DE3) „ Escherichia coli BL21 (DE 
3) pLysS, Escherichia coli HMS 1 74 (DE3) , Escherichia coli HMS174 
(DE3)pLysS^ Serratia ficaria^ Serratia fonticola^ Serratia liquefaciens 
„ Serratia marcescens, Bacillus subtilis N Bacillus amyloliquefaciens N Br 
evibacterium ammmoniagenes, Brevibacterium immariophilum ATCC1 
4068^ Brevibacterium saccharolyticumATCC14066^ Corynebacterium 
glutamicum ATCC13032 N Corynebacterium glutamicum ATCC14067 
^ Corynebacterium glutamicum ATCC13869 N Corynebacterium acetoa 
cidophilum ATCC1387(X Microbacterium ammoniaphilum ATCC1535 
4, Pseudomonas sp. D-01105feif^^U^$^§ o 

[0068] W}%Z)MB&bL>Xfe, fch-MRC-5&HJSft, hh-HEUM, fch-WI-38&HJ!ft N 

^4^—^'^J*^—comJI&X&Z>CH.omJi&, BHKtM, T^y^KW/V 

tnmmffa, thaskmms&, hbt5637(#psb§63-299), th±mmmR&mt£t*$: 

mf&Z-bftX%% 0 -^r>^-^M— ^m%&bVXl^ ps20 N NSO&£\ 
— ^Mf&b\^XfeYB2/0?j:b\ th^j-S WHIfflJiS^bT^HEK293 (ATCC : CRL 
-1573) f£b\ t:h&jfe^«iL-Cf*BALL-l^^\ T^J^^V^f/^mmmbl, 
TteCOS-l, COS-7, Vero;», th±mWM^WbL-XI-£YLCT-l5f£b*fim^ 
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[0069] ^mmm^^^xmmife, mm^mKm^x^hJxmxm^^hn,^mmm 

[0070] ^mBW^^^x, ^.^KD^sMit}^ BB&<dMMX&^>x \ ^coMmz.$o\s^x 

[0071] ^mmm^^^x, r^-g- m^) j tit, io^l^ii^^ m&<±<DmM 

[0072] ;£WlH#^:£n^-C, rh^^^^^^j^fi, 

[0073] ^mm<D^m^K W}*fo(DM&. h9^i/^^y?^m-Z, ^^n^-J^y^y 

^y?m^(Dftm&m^mmftm\zm^xmi®x&z> 0 

[0074] ^mmm^^^xmmznzm^ \tu, gwtts^tM 

[0075] ^mmm^^^x^iyy 0 intern ^4^^yy°i sm^t^-fflv^tu 
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tew 

[0076] *M3lB#^*3V^rTWJi:tt, l&>±(M*-tt. 1000J^_h) (Dm&JWlWZrS&m 
t$mmx.ft, dna, ^^ff, as^SftTEfi^Ji/fc^*— >T§sfcray* 

£J3\ 10 x lOmm_L&£?)_h(c:^— W^tltV ^t)©tt^^n7 WtV 
W*b<f*10Xl0mm_h^BES$tb5 o ^^LTte, 96?rn/W^n^f^— :/ 

5) 0 a/MS©2aR0>iSSfttx v><o^)^#^^*3V^S«±(^^#:^c>#:^J; 
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[0078] ^^^-(D^^yhi^mU^^o ^:WlH#^-*^ > V^T^^/K 5 /^j 

^ti-x^xm^nn, Jb^^smmrnxny-thx^. ^(DXy^mitm 

[0080] cDTKl^^i631MXte N £«9;bt1\ W^&tf)^;^ #t©StJ:©T 

l?1r% 0 ±^fe* 0tRii, l-2nmfrhWtcm<DmmX&<9nZ>&. Jt<DTU4<Dmm 

\c—m:vfcfcncD7K^&»imx&Z) 0 
[oo8i] T^u^&feib&^mmm&xxfMmz. ^(D^^^nr^^mM^f^m^ 

•So 

[0082] ^jW*^*5V^rftffl*tt5^^ r^##rj ^/k*. ^y^^ 
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isthmztK M*.t£. #9*. i/vjj, i/v=*>, ±?^y?^ umitmm. 


7\ ^/K*7^K ^MbSi 


n^hy/v, /Ky^w^, Tir^— /Mtfj|g % *°y#— aj?^— k atfyr^\ ^^y— /Mtf 

jig, mrnrnm. ^^>mm. ^yv^mm, ^^•r^v^bv/^m^, ry 


ya^hy/v^ 


[0085] *wjw*^*5v ^xmffln r#3&*j £«\ ^maoa* g wt-rsmar^ii-rsn 

£a*-C#5*Srv>5o *W3W#J!:*5V^, f/J^M^t/h 

#$hmt\t^b&2bz> 0 ^(DXttMcbmiftm^ mM^m^^^xm^x^, m 
f&**m\>z>'zt%> "smx&z 0 jz&mtt&tz. z<D£ttm%iM&&:ifrrzmzmm 

X&Z> 0 

[0086] ^mMmz&v^xm^&i^mpimte^vT}^ mMi£ftitm^M^>x^ 
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m. mmmk mm. mmm. mmm, mm^t?/^ mw&& 


[0088] ^wmmizm ^x r*g^# j ##K©?^:fr8sfcif«:ESP, S#ft£f iS^-H? 


t&tittm&mmm . *m-e&ti&'k&mm&m (fda) ^sumh^ 

^3 (package insert) X&Q . M^tti|ftjK^fl^$H5^, ^frUuRR 


[0090] *^^-efi, \t^iitAMU& 
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[0091] (^mmm^m ^xm^nz— 

Tf^mmwK$o\ ^xm^mm^ ^x^\m\^tcjcm^\ ^xh-tfrte&mztix^ * 

[0092] ^JNB^JPX^oV^f*, ^Rfi, CampbeU, S. A. (1996). The Science and 
Engineering of Microelectronic Fabrication, Oxford University Pres 
s;Zaut, P. V. (1996) . Micromicroarray Fabrication : a Practical Guide 
to Semiconductor Processing, Semiconductor Services ; Madou, M. J. ( 
1997) . Fundamentals of Microfabrication, CRC1 5 Press ;Rai— Choud 
hury, P. (1997). Handbook of Microlithography, Micromachining, & 
Microfabrication: Microlithography^ if Kn£M£thX$oK>. Z.flbfe^J]%®WK 

[0093] ^wMmfc^xm^bftzft^^m^m, ^t^mmm. ft&mmh^ 

mmft^&j^m*. mmfrmKm^xffl&x&ymmtstizt><Dx&>v^ mtu* 

N Maniatis, T. et al. (1989) . Molecular Cloning:A Laboratory Manual 
, Cold Spring Harbor^oitPErODSrd Ed. (2001) ; Ausubel, F. M. , et al 
eds, Current Protocols in Molecular Biology, John Wiley & Sons 
Inc. , NY, 10158(2000) ;Innis, M. A. (1990). PCR Protocols:A Guid 
e to Methods and Applications, Academic Press ;Innis, M. A. et al. ( 
1995). PCR Strategies, Academic Press ; Sninsky, J. J. et al. (1999). P 
CR Applications : Protocols for Functional Genomics, Academic Press 
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;Gait, M. J. (1985) . Oligonucleotide Synthesis:A Practical Approach 
, IRL Press ; Gait, M. J. (1990) . Oligonucleotide Synthesis:A Practical 
Approach, IRL Press ; Eckstein, F. (1991). Oligonucleotides and Ana 
logues:A Practical Approac , IRL Press ; Adams, R. L. et al. (1992). 
The Biochemistry of the Nucleic Acids, Chapman & Hall ; Shabarov 
a, Z. et al. (1994) . Advanced Organic Chemistry of Nucleic Acids, 
Weinheim ; Blackburn, G. M. et al. (1996). Nucleic Acids in Chemistr 
y and Biology, Oxford University Press ;Hermanson, G. T. (1996). Bi 
oconjugate Techniques, Academic Press ; Method in Enzymology 230 
„ 242, 247, Academic Press, 1994;mB^^m^Mi^l L ^A&^mM^fM 

[0094] m^v\^%m&m(Dmm) 

[0095] io<DMffi^*5V>T, m&^?k^W:Ml£V4/v*%mmirZ) 0 0£L 

r<D7k^^«^-f7K*te, ^(D^VAga^J^^BAC^^— E^JSr^tfo 

BAC^^^— gB^J^tPTKS^^fg^^^/V^^V^^^i-Sr^iCio-C, BA 
C^^LT^0rt^^V^T7K^^^^/V^V^^^&5-^^^fg^§ 

F7°^5KS5te(D ; iSMPi^^fiA^^ie^J-efeo-C^j;<, 300kbW_h<DlE?iJ3r 

0*L<«, AIIWM^^T{££i\ 53J;u ? / / *fc«iii|isi-§^^^-B]-fg^§ o 
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8MB&XtbZ> 0 

[0096] (*SW4^?e*^/^y^^tpBAC^^— of^Bfcfrife) 

[0099] ^^^#<mav^v^ BAcnm&m v vr , ^w^^m^y^/v^ 

[oioo] TK^^^fg^^-r/v^VArt^fev^'c, bac-<^^— ie^ij^Ai-s/c^<D# 

it'fS^-llCOORFI^KD^^, itf5^12<DORFrtC0®^, itf5^13(DORFrtC0® 
\ jt'fs^l4(DORFrt(Z)^J^ N jtfc^lSOORFftcD^^ Mte^UCDORFfa 
COm^, it{5^-18(DORFrt(D^^, »^Xl9(DORFF*I<DfJil^ it<fHX38(DOR 
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FfaCOM^, i&fc I F39<DOKFPi<D&l$Z^ Min^46(DORF\H(D$M^ Mfc7 L 47G0 
ORF\H(Dm^ Mi^48COORFfacoM^ l&fc^- 49 CO ORF fa COM^. itfs^5 
OGOORFfaCOM^ l&fcttGCOORFfaCOM^ l&fc^57COORFfaCOM^ l&fc 


^ 58 COORF fa COM 


3 COORF fa COM 


;fs^- 5 9 CO ORF fa COM 


;fcl L 64C0ORFfaC0M 


;f^6 1 ooorf fa coM 


;fs^-6 5CORF fa COM 


, MfcttecOORFfaCOM^ COORF fa<DMi&s Mfc^68COORFfa 

COM^, Mfc^69COORFfaCOM^ MB^70COORFfaCOM^ MB^llCOOR 


Ft; 


^Z>MM, M^^13coorf(; 


Z>MM. it^^-14(DORFi. 


■■-TZ>MM. jt^^-15(DORFi. 


^^17O0RFi: 


RF^ 


itfs^-46(DORF(. 


ir%M 


;fs^-47(DORF^ 


:^^-48<DORF^P^-t"SfJ^, jfrfS^gcooRF^li^i-sfj^ ifrfs^-soco 


ORF&- 


COORF (: 


?*f it^^-63C0ORFt; 


ORFi. 


-f-^fS^, it^T-67CDORFi; 


~t%M 


;^^-68CDORFt. 


itfe^-69 60ORF 1 


[0101] 0*L<f3\ it'fS^llcOORFf. 


2COORF&. 


^/vx?yj*±x»mimir%# ! zMMfcTx*&z>tibb, m ms.w*:?Lcofcfocomm$: 

U^v ^£>-efc5 0 $>5VM3\ bac^*— IS^iJco— Sura, tKM^^M^^ 
^yj*coMfcl L 62cooRFfacoMi&teWA&ti<X\ ^XhX\ \ 
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[0103] *mwfo&\,^xmm®n£Lx&m£ti%7km&vtm&wi'Xte. m&fc&M 

(a) 2110#*£K^G; 

(b) 3100#i£^/&5G; 

(c) 3818#i^^SC; 

(d) 4006#*&S^G ; 

(e) 1251#i^S^G; 

(f) 2226#^K^G; 

(g) 3657#i£3£^G; 

(h) 162#^S^C; 

(i) 225#J£S# S C ; 
(j)523#i^^SC; 
(k)1565#*£3£^C; 
(1)1763#^S^C; 
(m)2652#i&^^c; 

(n) 4052#^S^C ; 3o£Tf 
(o)4193#i&K^C 0 

[0104] ^^o$b^Mffi^*5v^, ±mv^x&u&irz>izmz.&m£tiz>^?# 

[0105] *Pj5Ht0|ati*Ifti*!)Wft, !7^^tbT^rfflT?*>5 0 ftifftk, 

m^m^4/^tmm(Dm^^ir^>^m^m:^^hxh^o 

[0106] ^:|S^<D$e>^5^ffi^*3V>T^ «IW»!7^>^j^i-£fc^<D^<^— ^ 
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^^^< fct i ^<Dmm&^-r^ x@ ; fMrn^m^a-r^ x© ; 
mmm^mmKmAir^b^x^^o ^.(Dyy^^vK^m^mA-r^m 

[0108] ^:^K^lJ(7)^ffi^-*5V^T, ^^K^^^^^^-r^^^O^:^— 
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[0109] &mw<D—i<Dmmz$5\,^x, j&m&vf^&w^zfcitoK&m&tv&z 
WMm^^^^^y^tm msMz-U^zMi^y^^b, bac-^*— mm 

79i7*>b$r$t?mmZr^ybX'&^X^ ^X\ ?£BACia^J<DM^<D#* m^tiZ: 
frhMl<V79?^bte£Tfm2(D79?^btmW^X\^ 0 ^X\ Il©77^ 

xf?;j*<DmmtettL>x, #mxra:, ^kk^8o%^i— , ^<^85%^i— % ^ 

t£ < ^ 90 % H?l — , 'pt£< th 9 5 % no — x&z> 0 
[0110] £?;£L<te, Mlfn&J^Jf^^^^h^ ^-^^iLb-CTK^t^^^/v 

^yM,<D&,T(Dmm^hf^m^hm^n^m^Mxh^\ wr©w^ 

^^^al^$n^^^<^80%, 85%, 90%, 95%^— 

jtfe^-lKDORFF^KDfJ^, itf^l2(DORFrt(DfJ^, jfrf^-13<£>ORFF*l<D 
ijg^ itfe^-14(DORFP fc 3(DfJ^, itf^l5(DORFrt(DfJ^, fi^^-17(DORF 

rt^fji^, j&fcl L 18<DOKFfa<DMi&. Afc^l^ORFfatDM^ }frf£^-38<DO 
RF(*KDf,M^ Mfc^-39<DORFI*|tf>f,Si$, jtfS^-46<DORFrt<Dfgi^ 
©ORF^Cf^, jfrf^48<DORFF*l<£>igi$ N it'fs^gOORFrtO^^, l&fcl^ 
50<DORF|*)(Di^i^ Mi^56<DORFfa(D^^ Mi^57<DORFfa(D$M^ M 
i^58(DORFfa(D$M^ Mfc^-59<DORFfa(D%M^ Mfc^-61<DORFfa(D%M^ 
, Mfc^62(DORFfa<D%Mt&. Mfc^-63<DORF fa (D%M^, Mfc^64(DORFfa(D 
fj^, Mfc^65(DORFF*I<Df,g:l^ ilfH^-66(DORFrt(DfJ^, jtfc^-67<DORF 
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ft<Dffl&^ it^^68(DORFrt(D^J^, Mfc7 L 69(DORF\H<D%Mi&, Mfc^CHDO 

Mittl 3(DORFKM^i-%m*&. MB^-14(DORFKM^ir%m^ Mitt 
15<DORFicm^ir^M^ Mfc^-17(DORFlC®^~t%$M^ itf5^-18(DORF 
Km^i-^M^ Mfc^l9<DORF^$£Si-£fJt^ Mfe^-38(DORF^^i-§ 
l&itt 39 (DORFlzWmirZm^ WLfc^-46(DORFlC®mir%m^ l&fc 
^-47(DORF[C^^ir^M^ 1&fc^-48<DORFl(CWi^-$-Z)$M^ itfe^"49(DOR 
F^m^i-^M^ 1&i^50(DORFKm^i-^M^ 1&te^-56<DORFiZ.m&1- 

ZiM^ i&i^57(DORF\cm^ir^M^ i&i^58(DORF\cm^ir^M^ it 
fcl L 59CDORFlZ.m&'t%^i^ Minl L 61COORF{Z.m^ir^^ }frf^62<DO 

RFKm^'f'^^ Mfcl L 63<DORF\cm^'f'&i&t&, Mtel^^tDORFKmW: 

~tz>m^ mfe^Q5<DORF\z.m^%w&. M.^QQ(DORF\z.m^r^m^ 

j&fc^67CDORFlcm&ir%Ut&, j&fc^ L 68CDORFlcmi^irZ)i&^ Mfe=f-Q9<D 
ORF^P^i-^^^, ^3XXimi^70(DORFKm^i-^M^o 

[0111] £?3;L<te, ^(Dmite^WhZfDyysf^y^ ^iSfiRi-i^^^VA©^ 
<DORFKm^ir^m^f^Mi^l2(DORFKm^ir^m^^M-^h<>X-hX^^ 

[0112] (^MMmi^^^K^^^^^-r/^^MM) 

[0113] -^<DJ;5^#I^A«, #!lxJ3\ WTo^^fflv^-c^f5'^^-e^§: 

AJ#0F*H-, (a) VZV-BAC-DNA^^K *5J:t^(b)^M^^bT, ffilc<£> 
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PCRMVo. &mAirZ> 0 VZV-BAC-DNA^^Kt, ^(D^^Wmt<Df^XM 
&z.&&^irz.b K ctoT, VZV-BAC-DNA^ °9^h*KmM&^A1r%~t&X% 

KmUte ^.UmU^^t^^^o -^bT, ^M^#oVZV-BAC-DNA^ib<> 

-f/v^mm^^ticx^x, m^yK^^m^-f/^^n^t^x^ (m 

arkus Wagner, TRENDS in Microbilogy, Vol. 10, No. 7, 2002^7^ ) c 
%\\C, iy^h/P^^— ^VZV-BAC-DNA7 0 ^^K^r, ff§ 1 <7>tB H?l WiSti$£;fr 

mm UcVZV-BAC-DNA£ m — (D%m%:^~tZ>7 ±m£thZ> 0 ^*U-*j- 
3*§-£\ S^lvWW— _hO^M^^"i-§^MMVZV-BAC-DNA7°^^^K^5# 

Z.&m^tm£mCX&Z> 0 ^t<Dfctb, #^tL§VZV-BAC-DNA:7°9;^K<7X *t)2 

^c^^^y^T— ^ 1 S 5fe(Dred a j3 ^|i.^X.^f^^flJfflb, jSi^DNA7 
^O^h^JH^T, ^^VZV-BAC-DNA^^^M^^Ai"§o ^ffcftjlJlf*, 
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Sr. vzv-bac-dna^^ ^l^m££r£C#5AJM^A1-3o jzMM 

-t%>7&\ SfcttWWr- ^ft^©x;?y^^7- i?PJ.*3lJ~e&5red y (ga 
m) <83&^$1iN5££#W*LV \ jttg0tfcDNA{3\ -^(Di^S^VZV-BAC-DNAT 0 

ot, ilL^^DNA^^^^hf^KD^fMOia^ISrVZV-BAC-DNArt l£^Ai~5 
-t^-C#5 0 recET, ffcliredo 0 £*b£><©*aife*. 

(3) h9>xtfy~^&m^Z>m&; 

xJ3\ h^^^^yV^i/^^h^vZV-BAC-DNA^AM^^^AL, VZV-BAC 
-DNAft^^i^-h^^yV^W^h^rif At^iiaot, }f A^M£ 

[0114] $£>^ ^JxjS, VZV-BAC-DNA(Di5^m^X.*5t^ : ^» , >-r^^#i-§ 
[0115] (^) 

[one] t&mm-^vam:. i*©it©wi(t(^ tbm&'^vffimk#m<z>&\ 

tl, E^H;5S^P(GMP = good medical practice) Sr^^ s i"S^S:"T?*Q'^'*3J; 
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[0117] -m^mmtvx, mmmv. ^mnmm^ri^mm'^mm^tm^m 

^fite, a#fM<£>, mi ix g/kg/ 0 -10mg/kg/ 0 (D$BH^fc5^ N _h|B 

#/ff ^ov^T, r<Dffl*te\ ^<^o. Olmg/kg/ 0 , »0*b<f*th^^fb 
T^JO. Olmg/kg/ 0 ^lmg/kg/ 0 £<DRg-efc5o ft^ 

wjch:, f&aesi-^BS^isrJKii g /kg/B#iig— $j5o J* g/kg/^ra^smsss 

[0118] f&^J- W3U£, gP^ Wirt, #N^P Wrt (intracistemallyh flirt, 

flgflSrt, J^tWO^J, y/K ^WJ, Ssfctt^^s^lCtSfc^) , P rt& 

m^m^jstv^o ^^H#t?fflv^fflMr#^p «rt, j&^rt, mm. 
[oii9] ^mm^mmm-^mm^t^ Mi4^T^ia9i§j!^^$^ 0 

^^J-^P^J^MWfJf*, IPW, Wirt, #^P#K >ff rt (intracistemally 

),isrt, assort, mmmmm, ^vk s^s^^^s^) 

, prt$?§VN«^p^fc«#ie^^v— tbtt4§ii#5„ r^^^^Bi^ 
i*i rt, flgJKrt, ^i#rt, ^T^it^l^tirt^ait^oi^A^tp^o^^ 

[0120] JS^Dfcfe^, lo<7)^tli(c^v^, 
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[0121] — mz* ^^J•i^l»^J^#:^yT*fc^iM^flJ@f*^yTfc^v^^(D 

[0122] ^yrtt, ^estt^imb^^tt^r^*6§^®^J:5WScD»^ij^ji§]^ 
^jioaSi^^v^^y^^-KC^x.fi, ^yr/v^^fcfihy^y^K) 

[0123] ^6^^^-^fflV>^§^^(D^J», ta^^^LT©^/^^^©^ 

[0124] mmm • iim, ^ffl»fci»M*^, m«\ m^r^^-a 
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[0125] #3£IK £fc, ^^^m^J-i^P^Joioi^±(Z)^^^bfc-oi^±(D 

[oi26] *mw<Dt$m$\ - ^mmit, ^m^t-nm^mmm • ^mmtm-^^x^^ 
tins*, *mm<Dftimw • ^mmtm^^xu^tin^mmm • 


[0127] ^(DM 


IB 


[0128] £ib&3: 


_L I . r\ . t \ r . 
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[0129] ^h^mmmm^m , ^mm^mmm • m^tcu^mmtm. 
#\ Tv—zisffimm^fc, ry— ^mwm^fc. ry— ^/v^v^ ry— /K/ntr 

e-T-fehT^K^7 0 n^, S-T-TVvvvy^^^ 3-T^y-4-tKn^yg^ T 

K> v>yy— /k ^^e/k 7r^/, yy-rrxv^ ^yyh^ -y^yK, ^-/v=r^ 
>\ ^^-t^n— /k /^^y^, ^yy^/K tv^v^ ^adfryv, 

[oi3o] ^ftsiyfe^flg^vvr, «sj!(D^^j-^i5^j«, mco^m^^t'^ 
[0131] !^r^mmmm^x^mmmi^<mmir^K ^mwfez-tibizmmztizh 

mmm i 

[0132] (um^w.^m^M^-(^(Dmu) 

( 1 : BAC^7^5KOf^M) 

y°7^5:KPHA-2^, Markus WagnerSo^tFUlrich H. Koszinowski (Adle 
rh, (2000), J. Virol 74 : 6964-74) <£«95^£ttfct<D^fflUh 0 IBJ&^-T 

/v^\^wr^>tM^ BAc-<yy— A®HJf£L-c, TK^t^^^^-r/^^v 

[0133] 7K^^^fg^^/V^Okatt(Djt'fs^llORF^jt'fs^l20RF(Z)iff>T-^. 

^^§^^/1^0ka§M*^V^DNA^§|§^L-C, •^^t-ett, ^"9^— VZ11F( 

se^ij#-^i)*5J:t^vziiR(ia^j#-^2), ^^t>i^^-r-^— vzi2F(ia^ij#-^3) 

33 it>VZl 2R (IB?IJ#^4) &m V ^TititiSbT^o 
[0134] (2:m^X.y°7^K(D^(Dfcfe^ffiffl$tL5y P 7-r^— <£>1TO 
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VZ11F 

5-7^7^ ACTAGT GCGGCCGC TTACGAAAACGTGCATG-3' 

VZ ORF1 1(2652) SK/VZ1 1-12 


1 Afo/ 1 


VZllR 

5-CGCG ACCTGGT TTTATTTTACAAACTCCTTTGTGG-3' 



Sex Al 


VZ12F 

5-GC.GC ACCAGGT CTCTGTTTAGACCTTA4AATTTG-3" 

VZORFI2(2I64) SK/VZ1 1-12 


SexAl 


VZ12R 

5 -TATA GCGGCCGC ITlTAArCTGGTTG 1GGAAATG-3' 



Noil 



[0136] PCRjg^^fc5*^^110RF£»fc^l20RF(DWJt£\ ^tl^fa Spel/Se 
xAI, ^TJ^otl/SexAI^fflV^T^bUfco 2o«PCR|f^^, SpeI:*3«fcT*NotI 
-e?Ptfb£tvCl ^pBluescript SK-(Stratagene) iC^n— ^^Lfc c #£>iWc:7° 

9J*5Kft\ SK/vzil-l2£Lfco 

[0137] :/9^KpHA-2£\ PacITf^bU ^LT^<DM£^T4DNA7Ky^— if^OM 

SexAI$M£^P— sy^t, #^fc^9^KS^)HA-2/VZll-12 (®1C) 

[0138] mi^1-J:5^ VZV^VA(A) m25kbpft~e&«9, TfcflBKtfc (TR) DNAK 
pt^V, tt^^VH^DNAK^fy, rtlfP^ffi (IR) DNAW^, &£X$!ft^<D 
^ (US) DNAKpWVa>£>fc5 0 ia^x.7 P 7^KPHA-2/ / VZVl 1-12 (C) £r#| 
fg't'Sfctf)^ _LiB<D£*5tK VZV<7 1 VA(DORFll^^^h^oiU $ ORF12^^ 

^KpHA-2/VZll-12i3\ \oy&W$L{V)hW&*T'Z>. $J2. Okbp(Z> Mjj<Dfa |rH4 

[0139] (3 : l^mm^.i-i^^X.^/^CO^) 
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-y;Wyly^7^y— t? (gpt) itfc^£r^A/-CV ^ Q 2o(DloxPia^nc#e3;;frfc 
BAC-<^— gE^J^T^Cl^fctf), Crey=3^tf~f— if^ffl^itrS^^J:^ lox 

— ^it^^^ir (gfp) ©t)t(aot, bac-<^^— E^ij^tp^^^K^ 

[0140] ^O^^^K^Notlti^^^oT^^bbfCo 0. 2 ix g<Z)^^k$nfcpHA-2/ 
VZ1 1-1 2Sr, Nucleofection unit (Amaxa) ^rfflV^T, 75cm 2 ^^^-^^^7^ 

[0141] 50 /z M^^f^^/— /^*DiI^200 M<Z)3f l^^^ffi V ^Tgptit^^-^i 
&«»$lJ|l: (CPE) £3 ji^ft, •^05^(7)V^<O^^^^;iS«T-eGFP^m 

tfSjf A£tK ^b-C, bac^<^— f^i£;h^GFP»fc^;^ji i L-Cv^^^i- 

o 

[0142] (4 : *fr^;i'7^7K*tf>'B ^£ AIM^^ A) 

frh.s^— M£(Hirt N (1967)J. M. Biol 26 : 365-9) \Z i^ft^^DNA^ 
ifijLfc, ttffibfcDNA^ ^/l^— (Bio-RadftO^ffll^T, rnW^mtf— 
1/— iyaWi(0. 2cm^-<5/b, 2. 5kV) ^i^JMDHlOB^AU 
L7c 0 lT^g/ml^^n^A^cn^ri— /k^tP*5^_h^-C}^b-C, VZV- 

BAC-DNA^ tp £r#fc 0 
[0143] (5:E. coli^^ott§VZV-BAC-DNA^^5K(D^^tt) 

^^^^fg^^/V^V^^tPBAC^^— (VZV-BAC-DNA) 
M®^LBj$ffi-C22— 24B#^i#ab, ^<Diga^fe&CT3[Hli£ftU SiH^ ^07 
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^h^#<7)7°nh=i/K^oT, WlfcX'Q, NucleoBond PC lOO^MMacherey 
-Nagetf±) ^ffiLT, VZV-B AC-DNA^tt £ij Lfc 0 #ibtl^c5o(£)^n— 
©VZV-BAC-DNA^, -^rtt-^ttFljIJRB^^BamHI^ioTt^^bf-o i;h,£>cDT 

[0144] ^c(DVZV-BAC-DNA^3[Uliftb^VZV-BAC-DNA{i, IrJ 

~-<DfaW}/<#~->'&7fi\Jto Z.<D~bfe, E. coli^T:\ VZV-BAC-DNA^7^^K 

[0145] (6 : VZV-BAC-DNA^£> OfM/K*CDll3£) 

BAC^P' — WbVZV rVOl (HID) |@.#X.7°7^5:KPHA-2 / /VZVl 1-12 
*5it>VZV<7-f7^(Dtg^||a^^.^ioT, HEL^I^cp-ef^MbfCo ^ffcl^m, 

g(DVZV-BAC-DNA^Nucleof ection unit (Amaxa|±) V ^ h^^^o^ 

<Dmm.&mm£fotio ^x^j^ vzv-bac-dna^^-c, m^^^-fg 

^^rVOl (g|lD)£Uh 0 mVKBAC?u—l/lk^JJ>>&±mmcmA1r%Z.b\C£<> 
X, VZV BAC^^K^iULfCo 
[0146] (7:BAC--<^— IS^J(D^0<9mU 

AxCANCre) (Kanegae^), (1995) Nucleic Acids Res 23:381 

6-21) 0 r^l^X-T^V^/^^fflV^-C, BAC^n- >itVZV rVOl&iUvfl 
^■PLT'fJV^?^ (AxCANCre) (D JrlMH^ioT, VZV rV02 (M IE ; (L) (3 
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^MOi(^#mS)ioo-e^$^rfc 0 V4/Px&2mmm.M^fc^ pbs(-) 

m^^mm^xw^M^TTV^^/^Kx^cre^^^—^m^ti, rvoi 

^/V^^rV02(IHl, E)i:L^: 0 DNA^-^x^©|Sl, rV02{3, rVOl^BA 

[0147] 7K^^^fg^^/V^Oka^(D^^|0JiS^^ttmb/cDNAi^i0S5fe(DVZV 
-BAC-DNA^rfljlJ RRSI^BamHI-C^ fcUt, m^^^fg^-lVK^rVC^ 
DNAt £ jfer^^^Mi, aofc>tffilJ<Z)loxPia?lJ ioTTK^^fg^^ 

[0148] VZV-BAC-DNA<D£kSb^— BAC^^— m^\(D^A\CXK>M^tit 
^5LT^)8. lkbpCDBamHI^^^h^ft^U *tl7. 8kbp^9. 2kbp(DBamHI 

fcDNA<D#x)8. 2kbp BamHI^7^^h«, BAC-<^^— IB^iJ^^rj^tlj^^i^ 
f^o^:>t'fl.lJ<^>loxP@S?IJC)fc*6^, ;fc^^/^§M*<£>f^8. lkbp BamHI77^ 

MM 2 

[0149] m^y^WM^.m^^^(Dwm.H) 

^^^fg^-f/l^Oka^^ #^tbfc|a^X.7K?t^ : ^fg^^-r/^rV02(DH 
EL|fflJ^-tr(Dii5it'|4cOl:b^?rinfectious center assay^^ffiV^TfTo^:(Gomi 
(2002)J. Virol 76: 11447-59) 0 35mm^V:y^(DHElJHfl&£: N 0. 01PF 

i^Tk^^W^/K^Oka*^ rV02»^^^0^)^5 H^-e^bhy^ 0 ^ 
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#^^c|a^^.^K^t^/V^rV02mn vitro ^^T^k-lt^MV^Oka 

mmm 3 

[0150] mm^MM^ ^mm m^aMK.^^m^^^w^m) 

n^t^mxh^ 0 
[0151] (1 : mmmm^ykm^^^^^mm) 

mmmm:^y^wm^^^^^mu^^m^mfhri^ vzv-bac-d 

[0152] (1. l:9^^^^M^i-^^MMmm^7Ki(tm^*^/^»MM) 

~bft»imxfoZ> 0 ifr^a^CT, ^MM62jt^^^^JWtt»fH^-(Dj;5^— 

[0153] z.<D£?Ki^xmm£tL±mmmmfc^'62^ mmmn^-M^xjy^^^mit 

fc 0 ^LT, ^^MSa^J62^VZV-BAC-DNA^^-bT+B^im^X.^|B^$-fr?)o 
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-DNA£^i-3 0 ^r^-e, #AJ§I0^-a-^tb^^MMVZV-BAC-DNA^j;«9S^ 
[0155] (1. 2 : ^fttMWIl^t^f Ma»^X.*t^tlS^^^<Z)lS) 

[0156] ^(DXo\z^xm%^tiftMMM.B^K^^±fR(l. 1. )0>3M|g«rJBVvt\ 

[0157] (2:*3Sfflr^|g^^/^©j)gJ^i4©|*tt^ife) 


[0158] l^^f/HrfflV^^^LT, th<^Jt£##LfcM1g^;&;^^(SCID) 

V^T(DfP^i-§^&^M^CI"e$? ; 5(J. Virol. 1998Feb;72(2) :965-74, ) c 
[0159] rJh/l^UWieff rt^Mtt^^^fT^^irUTtt, 3^T^X^3 ^ m<Db9 

, jbmu ^Tkmmmmv^^&mm^tcm^^mm (cbmo ^ti^tiA 

*U 7-8 0 i#HLfc^<Dp<9/— ^*fflJ}SOCPE (^BJ^^tt^) ©gS^ftftl. 
#&fc*;^£tre*>5 (J. Virol. 2000 Feb ; 74 (4) : 1864-70) 0 


[0160] itfz^ mm&& 


rol. 2002 Nov; 76 (22) : 11447-59) fab, &4/^X<D1?iM&bi%fe&.KW8§\ 
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teMM&fo&Z.bffMffl&tlX^^&fz.ib^ infectius center assayt^oTcell— to 

-ce 1 1 (DmMVk&m^zz.t tiott mm #j ^jJKtt^oi ^ffn^^^^t 

[oi6i] {v^xdW^l) 

I^K^I&lBfl&^OO ml^PBS (-) \CX2\Bl-tfclfrir& 0 7^^X\ 20mlcD0. 03% (w 
/v) EDTA-3Na^/V— ffi, fa<Dm%kM& ffi, ^^m^hM 

m^nm^^o m^mwmm^mm^— /vu 2, ooorpm^-cio 

ttm. 4°CXm'L^ mWM1&<D^^yh&U$lirZ) 0 ^tt^lOOmlcDPBS (-) Kft 

WffiMM&im, n% JfcKU *7k^^j@W&#yffi(20KHz, 150mA 
, 0. 3#/ml)^ 3, OOOrpm-e205>ra. 4°CT»kU $BJMgt?-lVl^3r^-ir<D 

:/yv^U »©IJ§($S70mH;:, pbs(-) \cmm^f'^y^^—^R^y^MyK 
4mto&V?^>&1&fcfflbLX&1l&Wk8t&5% (w/v) M?2. 5% (w/v) lofcS 

^mtL,X30ml^:^y°V^CO^ s BV'VV?%Zrn\^<Ds^^;vmiZ.O. 5mli* 
2X 10 4 PFU(^7— fl&tf&MSO/O. 5ml-efc«9, fl»o, _LfB£Jpfcl&j£tf>#»t 
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mmm 5 

[oi62] (m^7km^vtm^4/i'xy?^(D^wM<Dm'M) 

^mt, mUM^m.^K.WRX^OkaW&^^X^, 3, 000PFUXte2, OOOP 

#Lfcffi&mi£i-Z>o &ifc{MCO%mia-±, tpfPfWi: (Journal of General Vir 
ology, 61, 255-269, 1982) Sffl^o %W±^W$ytM^-(^7V 

[0164] «0|CJ;oT, mx-tS, BAC(3:MWAT.%k&m$:m\ m—W^xWfa 

[0166] IS?IJ#^-1:VZ11F^^— 
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E#l#-^2 : VZ 1 1R^9^— 
SS^lJ#-^-3 : VZ 1 2F7°7^^— 
BE#l#-^-4 : VZ 1 2R7 

IS^lJ#-^-6 : it^^62(Dga?lJ 
gE^'J^^ : ^7^$KPHA-2(DIS?IJ 

ia^(J#-i-10:ia^!j#-^8O8607'6L— 9386^^5' ^3'^" fR]-e=i—K$tl/6T5:7i 
ia^lj#^l 1 : @a?!j#^8<£> 10642^— 10902^^5 ' ->3' ^|Rn?=»— K&tbST^y 

^ga^ij (5te^9A) 

ia?'J#^-l 2 : gB?lJ#^-8(D 1 1009fi— 1 1 9 1 7{i{^15 ' ^3 ' ^fR]-e=i— K^ST^y 

sfega^j (at^9) 

ia^lJ#-^-13:ga^lJ#-^8(D12160fiL— 13392{5AtC5'^3 , ^fB]-e=i— K^ti^T^y 

^ga^j(jt^io) 

ga?lJ#^-14:ga^lJ#^-8(D13590fi— 16049{i{^5 , ^3'^To]"e=i— K^ST^y 
ga?lj#^- 1 5 : gS?lJ#^-8 <D 1 6 2 1 4fu— 1 8 1 9 9{£ 5 ' -> 3 ' ^ ft "e=a — K$H5 y 
ga^lj#^"l 6 : ga^lJ#^8(D 1 844 lfi— 1 9346{5A{^5 ' ^3 ' ^ fpj-e=i — K$tt§T^y 

iftffi^i(3»^i3) 

ga^lj^ ^ 1 7 : gS?lJ# ^-8 <D 24 1 4 9fi — 2 5 5 1 6{£ IC 5 ' -» 3 ' ft ""?=» — K&ftS y 

^ga^ij(«^i7) 

ga^lJ#-^-18:ga^lJ#-^-8(D30759fi— 33875{iiC5 , ^3 , ^rR]"e='— K^tb^T^y 

^ga?u(«^2i) 

ga?'J#^-19:ga?lJ#^-8(D34083fi— 42374{i{^5'^3'^fR]-e=i— K^t^ST^y 
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@S^lJ#-^-20 : @B^iJ#-^8(D44506fiL— 46263{iiC5 ' -»3' ^|Rl"e=»— K£*b5T^y 

IS^lJ#-^-2 1 : IS^lJ#^-8(D 508 5 7\iL— 544 7 1£l {£5 ' ->3 ' |b] — K£*T/5T^y 

ga^J#^22:ga^J#^8<D54651{£— 56963^^5 '-»3' ^IrJ"C=»— h*$*b5T^ 
SftE^J (5t^30) 

ia^lJ#-^-23 : IB^lJ#-^-8(D57008fiL— 596 14{i^5 ' ^3' ^fR]-e=3— K^ttST^y 

iftE^i(3t^3i) 

ia?U#^24:ga?lJ#^8(D59766fi— 60197{i^5'^3'^ro]"e^— K^ST^y 
ia^lJ#-^-25:IB^lJ#-^-8(D64807fiL— 65832{i^5 , ^3 , ^rB]"e='— K^tb^T^y 

^ga^ij (5te^36) 

ia?'J#^-26:ga?!j#^-8(D66074fiL— 68599{i{^5'^3'^fR]-e=i— K$^X§T^y 
ia^lJ#-^27:ga^lJ#-^8(D70633fiL— 71355{5AtC5'^3 , ^fB]-e=i— K^ti^T^y 

^ga^ij(*e^-39) 

ga^#-^28:ga^!j#^-8(D71540fiL— 75730{i{^5 , ^3'^ro]"e=i— K^t^ST^y 

^ga^j (mm*4o) 

ga?!j#-^-29:ga^J#^-8CD75847{i— 76797^^5 '-»3' ^IrJ"C=»— h*$^l5T5y 
^ga?ij(»^41) 

ia^lJ#-^-30 : ga^lJ#^8(D78170fi— 8020Of£i£5' ->3' ^|rJ"C=»— K£tb£T^y 

^ga^ij (ite^-43) 

ga^#=^31:ga?0#^8(D8O36Ofi— 81451{i^5'^3'^ro]"e^^K$tb§T^y 

^ga^j (*^44) 

ga^lJ#-^-32:gB^lJ#-^8(D82719fiL— 83318{iiC5 , ^3 , ^rR]"e='— K^tb^T^y 

^ga?y (3ns^46) 

ga?lJ#^-33:ga^J#^-8<Z?84667fi— 86322{i^5'^3'^fR]-e=i— K$tb§T^y 
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IS^#^35:ga^lJ#^8(D90493fi— 92808{5A{^5'^3'^fR]-e=i— K^^ST^y 
Iftffi^l (3*^52) 

BB^J#^36:@a^J#^8(D95996{i— 98641^^5 '^3' ^|R]-e=i--K$^T5y 
BB?!J#^37 :IB^!J#^8<D1 1058 1 11417^^5 '->3';# IrJ"C=»— K$tt5T 

5:y^sa^j (51^^63) 

ia?iJ#^-38 : ga?iJ#^-8(Dl 1 1565fi— 1 12107^^5 ' ->3 ' 37[rJT?=J — K£tl><5T 

^yggga^j (5t^64) 

ia^lJ#-^-39 : ia^lJ#-^-8(D 1 1 3037fi— 1 14218^^5 ' ^3 ' ^fR]-e=!—K$tb^T 
ia?'J#^-40 : ga?!j#^-8(Dl 14496fi— 1 15560&l£5 ' ->3 ' ;#|FiJ~e=i— V&tl%T 
Ba^lJ#^41 : BE#1##8<£>1 15808{i— 1 1 7679^^5 ' ->3 ' ;fr[6]-C=i— K£*V5T 
ia?'J#^"42:Ba^!j#^"8(D120764f5A — 124696{itJ15 , ^3 , ^|R]"C^' — KcFtlxST 
ia?lJ#^-43 : ga^J#^-8<Dg^ga^J (5*^27) 

ga?lJ#^-44 : ga^lJ#^-43(Dl^— 999fi^5 ' ^3 ' ^-[Bj-e^— K^^r^y^ga^ij 

(it^27) 

ga?ij#^-45 : mf\m-%-8<DM&mm (3*^47) 

ga?lj#^46 :ga^J#^45(Dl{iL— 1530{4^5'^3' ^fo]-e=t— K$^T57^ga 
#1(3*^47) 

ga^j#-^-47 : @a^j#^-8<D§p^@a^i 
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SS^lJ#-^50 : CO 732{i^5 ' ^3 ' #|Rn?=»— R£tv5T5/^@E^iJ 

(it^56) 

IS^lJ#-^-52 : IB^iJ#-^-8(D 1 18480{i— 1 1 93 16^^3 ' ->5 ' ;fr[6]-C=i— K$tt5T 
^y^IS^lJ (E#|#-^51<E>5569<£— 6405-(fctJ:*j-JSi~S) (31^^70) 
IS?lJ#^-53 : g£?lJ#^-8(D 1 1 7790{£— 1 18332{i^3 ' -^5 ' K&;fx5T 
^y^IS^lJ (E^!|##51(D6553^— 7095^tC*j-JS-f"S) (3frf£^-69) 
BB^!l#^-54 :ia?!j#^-8(Dl 12332^— 11 2640^(313 '^5'^ fBj-e=t—K$^T 
5:/^ga^lJ (ga^!j#-^51(D12245^— 12553fi^*fJ^i-§) (it^^65) 

ia^#^55:ga^u#^8(Dio52oifi— logiss^^s'^s'^fB]^— K^^T 

^y^ga^J (ga^!J#-^51(D15752^— 19684^L^J^i-§) (36^^62) 
ga^lJ#-^-56:ga^lJ#-^-8(D103082fi— 104485^^3' ->5' jjfa "C=i— K£tv5T 
^y^ga^J (ga?iJ#^-51O20400fi— 21803^^J^i-6) (36^^61) 
ga^lJ#-^-5 7 : ga^lj#^"8 <D 1 00 30 2{i— 1 0 1 2 1 IC 3 ' -> 5 ' ft "Oa — K£ ti%> T 
^y^ga^lj (ga^lJ#-^51(D23666^— 24583^{Zl*fJ^-r§) (3&te^59) 
Ba^J#^58:ga^J#^-8(D99411{i— 99626^^3 '^S'^lBj-e^—K^tl^T^/ 
l^ga^lj (ga?lJ#^-51<D25259{£— 25474#!:fc*fJS1~5) (3t^T"57) 
Ba^J#^-59:ga^!j#^8<D92855'6L— 93850^^3 '^5' ^|R]-e=3—K$^T5;7 
l^ga^lj (ga^lJ#^51(D31035^— 32030^^J^i-§) (it^^53) 
ga?lj#^"60 : ga^lJ#^-8(D68668fi— 70293{i{^3 ' ^5' ^TR]"e='^K$t^§T^y 
l^ga^ij (ga^lJ#-^51(D54592^— 56217$LKttf&~$~Z)) (it^^-38) 
ga^lJ#-^61:ga^J#-^8(D63977fiL— 64753{5AtC3 , ^5 , ^rR]-e='— K^tV^T^y 
^ga^lJ (ga?lJ#^-51<Z)60132{£— 60908^^^J-J^i~6) (3frf^35) 
ga^#^62:ga^lJ#^"8(D62171fiL— 63910{i{^3'^5'^fB]-e=i— K^^ST^y 
^ga^J (ga^lJ#-^51cD60975{£— 62714^lC*fJ^-f5) (3frf£^-34) 
ga^lJ#-^63:ga^J#-^-8(D60321fiL— 62138{5LiC3 , ^5 , ^fB]-e=i— K$tV?>T5y 
l^ga?!j (ia^(J#-^5 1 ©62747^— 64564^^J^i-5) (3frfe^33) 
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SE^J#-^-65 : ga^J#-^8cD44148{i— 446 ' ->5' jjfa^—F&tl&T^; 
^IB^J (IS?lJ#^-51(D80267{i— 80737^^>P)-J^;t"^) (it^^-25) 
ia^lJ#^66:ia^lJ#^8(D43212fi— 44021{i^3'^5'^fp]-e=3— K^tb^T^y 
^IB^IJ (E^J#-^-51(Z)80864{5L— 81673^^*j-J^i-S) (jtfc^24) 
IS?lJ#^-67:ia?lJ#^-8(D42431fiL— 43138{i{^3 , ^5'^fR]-e=i— K$^X§T^y 
I^IE^IJ (ga?[J#^51cD81747{i— 82454^£^yf-£) (}frf£^-23) 
ia^lJ#-^68:IB^lJ#-^8(D29024fiL— 30475{5LiC3 , ^5 , ^fR]-e=i— K^tV^T^y 
m&i^l (@S^IJ#-^51(D94410^— 95861^i^J^i-S) (jfrfS^O) 
IS^#^69:ga^lJ#^8(D26518fiL— 28845{i{^3'^5'^fR]-e=i— K^^ST^y 
^ME^IJ (ie^lJ#-^51c7)96040{5A— 98367mz.Mfcir&) (itfc^-19) 
@S^#^70 : SB^lJ#-^8(D25573fiL— 26493{5LiC3 ' ^5' ^fB]-e=i— K$tV?)T5y 
^ga^lJ (E^IJ#-^5KD98392{5L— 99312^^^j-J^i-5) (iHS^-18) 
ia^#^71:IE^lJ#^8(D22568fi— 23794{i{^3 , ^5 , ^fR]-e^— K^ttST^y 
^IS^IJ (IS?lJ#-^5 1 CO 1 0 109 10231 7fi^>EtJ^i-§) (itfs^- 1 6) 
@E^IJ#-^-72 : ga^lJ#-^-8c021258fvL— 22478^^3 ' ->5' ^iRj-Ca— K&tbST^y 
I^Ba^J (ga^(J#-^51cD102407fi— 103627^L^^J-J^i-§) G!fc^l5) 
IE^IJ#^73 : Ia^lj#-^8CD 1 943 lfi— 2 1 1 1 3{i{C3 ' ^5 ' ^ fR]-e=3 —K^tb^T^y 
SfcE^J (ga^J#-^51(D103772^— 105454^^^fJ^i-5) (iHS^-14) 
ia?lJ#^-74:ga?lJ#^-8(D9477f5:— 10667<frl£3'^5';frft^:3— K&fbST^y 
liia^J (E^J#^-5 1 CD 1 142 1 8{i— 1 1 5408^^>ff J^i~§) (it{s^-8) 
ia^lj#^75 :ia^iJ#^8cD5326{iL— 8577{i^3'^5' ^f^-e=i— K^tv^T^yi 
ia^lJ(ga^lJ#^-5lcD116308f5:— 119559{i^j^i-§) 

ia^#^76:ga^U#^8cD4252fi— 5274{itC13'^5'^fR]-e=i— K^^T^yj 
ga?IJ(ga^lJ#-5§-5lcD119611fi— 120633{i{cl>?fj^;i-§) 

ga^lJ#-^-77 : ga^lJ#-^-8cO 278 3i\L— 4 1 4 1 (C3 ' -» 5 ' ^ ft "C^ — K£ tvST^y i 
ga?iJ(ga^iJ#^-5lcO120744fiL— 122102^^*fJSi-5) (itfc^-4) 
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ia^lJ#-^78 : SE#l#-B-8<£> 1 908^— 2447^^3 ' -»5 ' jjfa'C^— \?&tlZ>T^S^. 
@S^IJ(@a^J#-^51(D122438fvL— 122977^^*fJ^i~^) (it^^3) 
SE^J#-^79 : gS^lJ#-^8C058 9£l— 9 1 5{i 3 ' -» 5 ' # ft — K$ tb3 T5/^@S 
^'J (ia?lJ#^-5 1 (D 1 2 3 9 70fi— 1 24 296f£ t^j-J^i^) (5&fc^ 1 ) 

ia^j#-^-8o : ia^ij#-^5 1 (D^^nm 

ia?'J#^-81 :@a?lJ#^-80(Dl{iL— 1056fi*D «tTJ?4556^— 5740f£^3'^5' 
foj-en— K$tL§T^y^ia^lJ(ia^lJ#^-51(D46847^— 48034^*5^1^42292^ 
— 43347{i^j^i-§) (itfe^-42*5j;t^it^^-45) 

ia^j#-^-82 : ga^ij#-^5 1 (D% vMim 

ia?lj#^83 : ga^J#^82(D 1 305{u^3 ' ^5 ' ^[B]-e=t — K^^T^y^ga 
^IJ (ia^lJ#^-51<D123580{i— 124884fi^^J-J^f^) 

ia^j#-^-84 : ia^ij#-^5 1 (DU'Mm 

sa^ij#^85 :ga^ij#^84<Di^— 2307fi^3'^5' ^-[n]-e=3— K^tvsr^y^sa 

(ia?"J#^-51(D122578{i— 124884fi^>?j-J^i-§) (jHS^-54) 

ia^lJ#^-86 : ia^ij#^-5 1 (D^P^ia^lJ 

ia^lj#^87 : ia^lJ#^86(Dl^— 663fi^3 ' ^5 ' ^[n]-e=3— K^ti^T^y^ia^lJ 
(ga?lJ#^-5 1(7)1 24222fu— 1 24884{i^>?f Gtfc^-58) 
ga?lJ#^-88 : ga^lJ#^-51(D§^ga^J 

ga^lJ#-^-89 : ga^lJ#-^-88(Dl'f5L— 427fi^3 ' ^5 ' ^[n]-e=3— K^tb^r^y^ga^ij 
(ga^lj#^"5 1<7>1 24458{u— 1 24884{if31>Pf 

ga?ij#^-9o : ga^ij#^-5 1 (D§p^ga^ij 

ga^ij#^-9i:ga^j#-^-9ocDi^— 903f*^3'^5'^[B]-e=i— K^tt^r^y^ga^ij 

(ga^lJ#^-51<7)60321{iL— 61229{i^*fj^i-§) (it^^-33. 5) 
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[4] 


}frfs^-7<DORFt*I<Df,Mi^ »fc^8<DORF|*|<7>jgi^ Mfc^-9<DORF|*|<Digi^ 
Mfc^lOtDORFF^igi^ Mfc^ll^ORFF^fgi^ iftfs^l2<Z)ORFrt(DfM 

iHS^-17<DORFF*I<D^i^ Mfcl L 18GDORFfa(Di&^ 3fr|S^-19<DOR 


;fs^- 3 8<DORF (DfJ 


;fs^- 3 9(D ORF (Df 


ORFfa(DMi&, jfrfS^47tf>ORFI*I<DfS 


9£>ORF|*3<£)ijgi^ jtfc^50£>ORF|*|<D<BB^ ifrf^Se^ORFftcDfJ^ jffc 
^WfDORFF^KDfJ^ itfe^-58(DORFrt(DfJ^ N iftfs^59(DORFrt(D'tM^, 
it'fe^-eKDORFp'lCOfJ^, itf^^-63(DORFrt(DfJ^ ifrf^64(£>ORFF*l<DiiM 

i^. ^IS^65<DORFi*i<Dijg^ it'f^eecooRFrt^^g^, ifrf^67cDORFf*i 

<^i>Ii^ Mi^68COORF^(D$M^ it{s^-69(DORFrt(Z)fJi^, M^^-70(DOR 


F(*KDigi^ itfs^-7(DORFt; 


;^^-800RFt; 


^^■9cDORF(. 


:{5^iic»or 


Ft; 


^HS^, it{s^l3C0ORFt; 


3t^-14CDORFi. 


^3^^ 51^^-1 5C0ORFJ. 


^^-17<Z)ORFt. 


;^^-18O0RFt. 


HS^-19<£>0 


RFt' 

1rzm 


■~rZ> J mM, it^^-38(DORF(. 


^fjli^ itfs^-39(DORF(. 


;^^-46(DORFt. 


itfe^-48(DORF^^^i-§f^, 1&i^49(DORFl t cm^i~ : 5^M^ Mte^50(D 


ORF\' 


;fc^56CDORF^ 


:-fs^57C0ORFt. 


i*5fa#c. jt^^58(DORF(. 


^3®^ jfrfs^59<DORF&. 


WO 2005/085445 


72 


PCT/JP2005/003652 


[5] 


[6] 


[7] 


[8] 


[9] 


[10] 


ORF^PMgi-§^i^ itfc^65<7>ORF^PMgi-£^gi^ jfr|S^-66(DORF^ 
^t'^s^•69(DORF^^^t"^i^^ :&£tW^70<DORFfvl|$|^-t" ; 5i?M 

*^^^^^/V^VA(D»{s^62(DORFrt(DfM^^tfrlBBAC-<^^— IE 

tiifB^iR^-^-^^y-^^^^«^-K^«^^§,ft^iR2^ 


[12] tiifB^^m^*^-r/^^VA^^^^5(5-e^ N ft^il2^fB«oiam^.7K 


[13] mjfB^^^^-^^/v^V^^oka^^^-^ft^-e^, ft ^il2 ^fBifeom 


[14] MfB7k^m^»^/v^VA^^^62^J;^jte^6^^M^i-§. ft^ 
«2 ^|B«(Dmmx.^K?t^ : ^fg^^/^o 

[15] Bi|fBjt^62^^ |a^lJ#-^5(D^|S^Jt^V^-C, ^<^^T(a)-(d)(D^ 


(a)2110#^S^G; 
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[17] 
[18] 
[19] 


[20] 
[21] 


(b) 310O 

(c) 381& 

(d) 4006; 


IB. 


[i6] ttriEBAc^^^— nmmivm^-7\z.um^nm^'r^>^^— -ca>5. 


2 Kmrnm^^w^mfc^^^o 


[22] mmfon^y$ffi£v<4^>f;j* * ^^is^j^ttrtBBAc^^^-is^j^is^i-s 

[23] ittffa^ifr^fli^ J^T<Z)|S^^^^^^M^$tL§, ft ^Il22^fS«(^-<^ 
Mfc^-7<DORFfa<Dj&^ itfe^-ScDORFF^KDfJ^, Mfe^9(DORFF*3<Df,gi^ 


jft'f^lOCOORFrtcD^^ jtfS^-llOORFrtCO^ 


HS^- 1 2CDORF 1*3 CD® 


, Sfc^lS^ORFftcD®^ jt{s^-1460ORFrt(D|M^, jfr|£^-15<DORFI*I 
CDiMi&, »fc^l7CDORFF*I<D^ti^ iHS^-lSCOORFrtCOlM^, it<^-19(DOR 
FrtCOfg^, itfs^-38(DORFrt(DfJ^, Mf^39<DORFrt(Dig:l^ }frfS^-46<D 


ORFrtcD® 


;^^-4 7 CDORF COf J 


;fc^-48CDORF ftCDfJ 


:fc^-4 


9<DORFI*I<Di^i^ jt^^-SOcOORFrtcD^J^, jfrfs^-SecDORFftcD®^ jtfs 
^57COORFP*1COfM^ % iftf^SSCOORFI^IOfij^, ^{5^590901^1*1 CD® 
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jft^^61(DORFF^<D^^ $tfc I ?-63<DOKFPi<D&l$Z > atf2 j y-64<DORF|*3(£>ijH 


[27] 
[28] 
[29] 


s ifrf^65(DORFF*)<7)ijgi^ 3S^^66<DORFF^O^^ % jfr(S^-67CDORFf*l 
tf^i^ it{5^-68(DORFrt(D|M^, ®<5^69<DORF|*9<£>^J^ jtfc^-70<Z)OR 


;fe^-8(DORFt; 


fs^-9C»ORF(. 


IfSflWE* itfs^-10(DORF(. 


;<|£^l2<£>ORFt; 


-f5^-17(Z)ORF(; 


RFi' 


ft"^*^ it^^-38(DORF(. 


^5®^, 5t^l9CDO 
^ jt^^-39(DORFi: 


Mfe^ScDORF^f^-f^fJ^ 5tfe^-49(DORF^PI^i-§^^, itfc^-50<D 


ORF^ 


:f5^58C»ORF^ 


itf5^59(Z)ORF(. 


5ft{s^61COORFt; 


ORFf. 


1~5HHI& itfH^-67(DORF(; 


it^^-69(DORF^^^i-^fJ^, *5j:U ? it'fe^-70(DORF^P^i-^)^ 
[24] tf|fBiS^i-§»^^ it^T-HOORF^PI^'r§^*fc(*jt^l2(DORF(i 

[25] mm7Km^^m^4/v^yj>,mM(Dmm^mmBAc^^—mmtm^ir^ 


[26] ffflEBAC^^^— IB^J^5|a^x.^^-?^®^^tt|a^x.@a^J^I>, »^3®19l: 
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[30] m^&m&&Mi£w>x?s&&m&w&M-v$>£>, ^^i9^ia^-<^— 

o 
o 

[34] |B^iJ#-^5(D^@a^J^*5V ^T, 'Pt£<bh£XT (a) - (d) (Dig^ 

(a) 2110#^^^G; 

(b) 3100#^^SG; 
(c^Sl^^S^C;^!^ 
(d)4006#^S^G, 

[35] ttrfEBAc^^— @a^j^ie^ij#^-7^fE«(D@a^j^#-r§-<^^— -e^, it ^ji 

[36] ft^iI19^fBic(D-<^— £r^ti\«o 

[37] mw-ehz. mMm36KmM(DmMo 

[38] E. coirefeS, ff 5£jS37^fEic<7)!H0o 

[39] nffL»]^lHJ3S-efc§, M^iR36^fE*0*BJ3ao 

[40] t:h^5fe(Z)WefcS, ft^JS39^fE«(DBf fLtb^Mo 

[41] ff*JS39^|E*(Z)ntfL»^^H^^J;oTa^$tLfc, ?-i7v^ 0 

[42] W^II41 ^fE«W^/V^^1-3|g^M^ 0 

[43] u^iy^mx^, mMm42^mmcom^ms.mm 0 

[44] m#X.*?S^ : ^^'>-r^»Mit^^-eS>o-C, WTOlg: 
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[45] 
[46] 
[47] 


Iff I B'-W— <b ^«fc^6 2Srg , tf , ft ^1144 (-1 B«c»^o 


[48] ft^il47^fB<cO^&-efeo-r, Btf|E2o(D|i.mx.^^^^®^#'M.mx.E^J 
[49] fi|fB*^^»^/V^VA^<Dia^ 

gMfca*. m7km^^V4/^^yJ±<D#&mM^ftX&%, fi5j<ijC44^fBic<D 

[50] ttfiB#^w^, j^T^is^^^^^^5i$R$tL5, mMm49\z.mm<vjj 


1&B^-7(DORF^COU^ l&fcl^SCDORFfHfDm^ l&fc^CDORFfatDm^ 


iHS^-lOfDORFF^KDfS^, itf^ll»ORFrt(DfJ^, itf^-12<DORF|*I(Dig 
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